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200 Pine Street, Suite 400, San Francisco, CA 94104
Tel: 415.371.8300 « Fax: 415.371.8311
https://jaguar.health

April 19, 2021
Dear Stockholder:

You are cordially invited to attend the 2021 Annual Meeting of Stockholders (the “Annual Meeting”)
of Jaguar Health, Inc. (the “Company”) to be held at 200 Pine Street, Suite 400, San Francisco, CA 94104,
on Thursday, May 13, 2021, at 8:30 a.m., local time.

At the Annual Meeting you will be asked to (i) elect one (1) Class I1I director to our Board of Directors,
(i1) ratify the appointment of Mayer Hoffman McCann P.C. as the Company’s independent registered public
accounting firm for the fiscal year ending December 31, 2021, (iii) approve an amendment to the Company’s
Third Amended and Restated Certificate of Incorporation, as amended, to increase the number of
authorized shares of Common Stock from 150,000,000 shares to 290,000,000 shares, (iv) approve, on a
non-binding advisory basis, the compensation paid by us to our named executive officers as disclosed in this
proxy statement, (v) indicate, on a non-binding advisory basis, the frequency of future advisory votes to
approve the compensation paid by us to our named executive officers, and (vi) approve discretionary authority
for the Company to adjourn the Annual Meeting, if necessary, to solicit additional proxies in the event
that there are not sufficient votes at the time of the Annual Meeting to approve proposal (iii).

It is important that your shares be represented and voted whether or not you plan to attend the Annual
Meeting in person. You may vote on the Internet, by telephone or by completing and mailing a proxy card
or voting instruction form. Voting over the Internet, by telephone or by mail will ensure your shares are
represented at the annual meeting. If you do attend the Annual Meeting, you may, of course, withdraw
your proxy should you wish to vote in person. Please read the enclosed information carefully before voting.

Sincerely,

pAV A

Lisa A. Conte
Chief Executive Officer & President



JAGUAR HEALTH, INC.
200 Pine Street
Suite 400
San Francisco, CA 94104

NOTICE OF 2021 ANNUAL MEETING OF STOCKHOLDERS
To Be Held May 13, 2021

NOTICE HEREBY IS GIVEN that the 2021 Annual Meeting of Stockholders (the “Annual Meeting”)
of Jaguar Health, Inc. (the “Company”) will be held at 200 Pine Street, Suite 400, San Francisco, CA 94104,
on Thursday, May 13, 2021, at 8:30 a.m., local time, for the following purposes:

1. Electing one (1) Class I1I director (Proposal 1);

2. Ratifying the appointment of Mayer Hoffman McCann P.C. as the Company’s independent
registered public accounting firm for the fiscal year ending December 31, 2021 (Proposal 2);

3. Approving an amendment to the Company’s Third Amended and Restated Certificate of
Incorporation, as amended (the “COI”), to increase the number of authorized shares of Common
Stock from 150,000,000 shares to 290,000,000 shares (Proposal 3);

4. Approving, on a non-binding advisory basis, the compensation paid by us to our named
executive officers as disclosed in the attached Proxy Statement (Proposal 4);

5. Indicating, on a non-binding advisory basis, the frequency of future advisory votes to approve
the compensation paid by us to our named executive officers (Proposal 5);

6. Approving a proposal to grant discretionary authority to adjourn the Annual Meeting, if
necessary, to solicit additional proxies in the event that there are not sufficient votes at the time of the
Annual Meeting to approve Proposal 3 (Proposal 6); and

7. Such other business as properly may come before the Annual Meeting or any adjournment or
postponement thereof.

The board of directors is not aware of any other business to be presented to a vote of the stockholders
at the Annual Meeting. Information relating to the above matters is set forth in the attached Proxy Statement.
Stockholders of record at the close of business on April 12, 2021 are entitled to receive notice of and to
vote at the Annual Meeting and any adjournment or postponement thereof.

By Order of the Board of Directors.

pAv A

Lisa A. Conte
Chief Executive Officer & President

San Francisco, California
April 19, 2021

Information relating to the above matters is set forth in the attached Proxy Statement. Stockholders of
record at the close of business on April 12, 2021 are entitled to receive notice of and to vote at the Annual
Meeting and any adjournment or postponement thereof. If you have questions concerning the proposals in
the Proxy Statement, would like additional copies of the Proxy Statement or need help in voting your shares of
Common Stock, please contact our proxy solicitor Georgeson LLC at 866-821-0284.

Important Notice Regarding the Availability of Proxy Materials for the Stockholder Meeting to be Held
on May 13, 2021. The proxy materials are available at
https://jaguarhealth.gcs-web.com/financial-information/annual-reports




PLEASE CAREFULLY READ THE PROXY STATEMENT. EVEN IF YOU EXPECT TO ATTEND
THE ANNUAL MEETING, PLEASE PROMPTLY COMPLETE, EXECUTE, DATE AND RETURN
THE ENCLOSED PROXY CARD OR VOTING INSTRUCTION FORM IN THE ACCOMPANYING
POSTAGE-PAID ENVELOPE. NO POSTAGE IS NECESSARY IF MAILED IN THE UNITED STATES.
YOU MAY ALSO VOTE ELECTRONICALLY VIA THE INTERNET OR BY TELEPHONE BY
FOLLOWING THE INSTRUCTIONS ON THE ENCLOSED PROXY CARD OR VOTING
INSTRUCTION FORM. IF YOU VOTE BY INTERNET OR TELEPHONE, THEN YOU NEED NOT
RETURN A WRITTEN PROXY CARD OR VOTING INSTRUCTION FORM BY MAIL.
STOCKHOLDERS WHO ATTEND THE ANNUAL MEETING MAY REVOKE THEIR PROXIES
AND VOTE IN PERSON IF THEY SO DESIRE (AS DESCRIBED BELOW).

JAGUAR HEALTH, INC.

200 Pine Street
Suite 400
San Francisco, CA 94104

PROXY STATEMENT

FOR THE 2021 ANNUAL MEETING OF STOCKHOLDERS
To Be Held May 13, 2021

GENERAL INFORMATION ABOUT THE ANNUAL MEETING

We are furnishing this Proxy Statement to our stockholders in connection with the solicitation of
proxies by our board of directors to be voted at the 2021 Annual Meeting of Stockholders (the “Annual
Meeting”) and at any adjournment or postponement thereof. The Annual Meeting will be held at 200 Pine
Street, Suite 400, San Francisco, CA 94104, on Thursday, May 13, 2021, at 8:30 a.m., local time.

9 9 2 <

When used in this Proxy Statement, the terms the “Company,” “we,” “us,” “our” and “Jaguar” refer to
Jaguar Health, Inc.

The Securities and Exchange Commission (“SEC”) rules require us to provide an annual report to
stockholders who receive this Proxy Statement. Accordingly, we have enclosed our Annual Report on
Form 10-K for the fiscal year ended December 31, 2020 (the “Annual Report™), which was filed on March 31,
2021, with this Proxy Statement, and we will also provide copies of such documents to brokers, dealers,
banks, voting trustees and their nominees for the benefit of their beneficial owners of record. Pursuant to
rules adopted by the SEC, the Company is also providing access to its proxy materials over the Internet. All
stockholders will have the ability to access the proxy materials at
https://jaguarhealth.gcs-web.com/financial-information/annual-reports.

The date on which the Notice of 2021 Annual Meeting of Stockholders, this Proxy Statement, the
Annual Report and form of proxy card or voting instruction form are first being sent or given to stockholders
is on or about April 19, 2021.

GENERAL INFORMATION ABOUT VOTING

Record Date

As of April 12, 2021, the record date for the Annual Meeting (the “Record Date”), 127,906,558 shares
of our common stock, par value $0.0001 per share (the “Common Stock™), were issued and outstanding.
Only holders of record of our Common Stock as of the close of business on the record date are entitled to
notice of, and to vote at, the Annual Meeting or at any adjournment or postponement thereof. A list of such
holders will be open to the examination of any stockholder for any purpose germane to the meeting at
Jaguar Health, Inc., 200 Pine Street, Suite 400, San Francisco, CA 94104 for a period of ten (10) days prior
to the Annual Meeting. The list of stockholders will also be available for such examination at the Annual
Meeting. In addition, as of April 12, 2021, 2,020 shares of our non-voting common stock were outstanding,
but these shares will have no voting rights with respect to any of the proposals being considered at the Annual
Meeting. Each share of non-voting common stock is convertible into one-one thousand fiftieth (1/1,050)
of a share of Common Stock at the election of the holder thereof. The use of the capitalized term “Common



Stock” in this Proxy Statement and related materials refers only to the Company’s common stock and does
not include the Company’s convertible non-voting common stock.

Voting, Quorum and Revocability of Proxies

Each share of Common Stock entitles the holder of record thereof to one vote. No other securities are
entitled to be voted at the Annual Meeting. Each stockholder holding Common Stock may vote in person
or by proxy on all matters that properly come before the Annual Meeting and any adjournment or
postponement thereof (except as otherwise described below).

Stockholders have no right to cumulative voting as to any matter, including the election of directors.

The presence, in person or by proxy, of stockholders entitled to vote a majority of the shares of Common
Stock outstanding on the Record Date will constitute a quorum for purposes of voting at the Annual
Meeting. Properly executed proxies marked “ABSTAIN” or “WITHHOLD,” as well as broker non-votes, will
be counted as “present” for purposes of determining the existence of a quorum. If a quorum should not
be present, either the chairperson of the meeting or a majority in voting power of the stockholders entitled
to vote at such meeting may adjourn such meeting from time to time until a quorum is obtained.

Our board of directors is soliciting proxies for use in connection with the Annual Meeting and any
postponement or adjournment thereof. If you vote your shares via the Internet or by telephone or execute
and return the proxy card or voting instruction form accompanying this Proxy Statement, your shares will be
voted as you direct on all matters properly coming before the Annual Meeting for a vote. For Proposal 1,
you may vote “FOR” or “WITHHOLD” authority for one or more of the nominees. For Proposals 2, 3, 4
and 6, you may vote “FOR,” “AGAINST” or “ABSTAIN.” For Proposal 5, you may vote to have future “say
on pay votes” held every year, every two years or every three years or you may abstain from this vote.

If your shares are registered directly in your name with our transfer agent, American Stock Transfer &
Trust Company, LLC (the “Transfer Agent™), you are considered, with respect to those shares, the stockholder
of record. As the stockholder of record, you have the right to grant your proxy directly to the Company or
to vote your shares in person at the Annual Meeting. If you hold your shares in a stock brokerage account or
through a bank or other financial intermediary, you are considered the beneficial owner of shares held in
street name. Your bank, broker or other financial intermediary is considered, with respect to those shares, the
stockholder of record. As the beneficial owner, you have the right to direct your bank, broker or other
financial intermediary on how to vote your shares, but because you are not the stockholder of record, you
may not vote these shares in person at the Annual Meeting unless you obtain a signed proxy from the record
holder giving you the right to vote the shares. As a beneficial owner, you are, however, welcome to attend
the Annual Meeting in person provided that you present a valid legal proxy from the record holder (i.e., bank,
broker, trustee or other nominee) to you.

Even if you plan to attend the Annual Meeting, we recommend that you also submit your proxy as
described in the proxy card or voting instruction form, so that your vote will be counted if you later decide
not to attend the Annual Meeting. Submitting your proxy now will not prevent you from voting your shares in
person by written ballot at the Annual Meeting if you desire to do so, as your proxy is revocable at your
option.

You may revoke your proxy by (a) delivering to the Secretary of the Company at or before the Annual
Meeting a written notice of revocation bearing a later date than the proxy, (b) duly executing a subsequent
proxy and delivering it to the Secretary of the Company at or before the Annual Meeting or (c) attending the
Annual Meeting and voting in person (although attendance at the Annual Meeting will not in and of itself
constitute revocation of a proxy). Any written notice revoking a proxy should be delivered at or prior to the
Annual Meeting to: Jaguar Health, Inc., 200 Pine Street, Suite 400, San Francisco, CA 94104, Attention:
Jonathan S. Wolin. Beneficial owners of our Common Stock who are not holders of record and wish to revoke
their proxy should contact their bank, brokerage firm or other custodian, nominee or fiduciary to inquire
about how to revoke their proxy.

The shares represented by all valid proxies received will be voted in the manner specified. Where
specific choices are not indicated on a validly executed and delivered proxy, the shares represented by such
proxy will be voted: (i) “FOR” the nominee for director named in this Proxy Statement, (ii) “FOR” the



ratification of the appointment of Mayer Hoffman McCann P.C. (“MHM?”) as the Company’s independent
registered public accounting firm for the fiscal year ending December 31, 2021, (iii) “FOR” the approval

of an amendment to the Company’s Third Amended and Restated Certificate of Incorporation, as amended
(the “COI”), to increase the number of authorized shares of Common Stock to 290,000,000 shares,

(iv) “FOR” the approval, on an advisory basis, of the compensation paid to our named executive officers;
(v) “FOR” the three-year option, as the frequency for the advisory vote on the compensation to be paid to our
named executive officers and (vi) “FOR” the approval of discretionary authority for the Company to
adjourn the Annual Meeting, if necessary, to solicit additional proxies in the event that there are not sufficient
votes at the time of the Annual Meeting to approve Proposal 3.

We will bear all expenses of this solicitation, including the cost of preparing and mailing this Proxy
Statement. We have retained Georgeson LLC to solicit proxies for a base fee of $6,500 plus reimbursement
of reasonable out-of-pocket expenses. In addition to solicitation by use of the mail, proxies may be solicited
by telephone, facsimile or personally by our directors, officers and employees, who will receive no extra
compensation for their services. We will reimburse banks, brokerage firms and other custodians, nominees
and fiduciaries for reasonable expenses incurred by them in sending proxy soliciting materials to beneficial
owners of shares of Common Stock.

Broker Voting

Brokers holding shares of record in “street name” for a client have the discretionary authority to vote
on some matters (routine matters) if they do not receive instructions from the client regarding how the client
wants the shares voted at least 10 days before the date of the meeting; provided the proxy materials are
transmitted to the client at least 15 days before the meeting. There are also some matters with respect to which
brokers do not have discretionary authority to vote (non-routine matters) if they do not receive timely
instructions from the client. When a broker does not have discretion to vote on a particular matter and the
client has not given timely instructions on how the broker should vote, a broker non-vote results. Any broker
non-vote will be counted as present at the Annual Meeting for purposes of determining a quorum, but will
be treated as not entitled to vote with respect to non-routine matters.

The proposal to ratify the appointment of MHM as our independent registered public accounting firm
for the fiscal year ending December 31, 2021 (Proposal 2), the proposal to approve an amendment to the
COI to increase the number of authorized shares of Common Stock to 290,000,000 shares (Proposal 3) and
the proposal to approve discretionary authority for the Company to adjourn the Annual Meeting, if
necessary, to solicit additional proxies in the event that there are not sufficient votes at the time of the
Annual Meeting to approve Proposal 3 (Proposal 6) are considered routine matters and brokers will be
permitted to vote in their discretion on these matters on behalf of clients who have not furnished voting
instructions at least 10 days before the date of the Annual Meeting. In contrast, the proposal to elect directors
(Proposal 1), the proposal to approve, on an advisory basis, the compensation paid to our named executive
officers (Proposal 4) and the proposal to approve the frequency for the advisory vote on the compensation
paid to our named executive officers (Proposal 5) are not considered “routine” items and brokers do not
have discretionary authority to vote on behalf of clients on such matters.

Required Vote

Proposal 1 — Election of Class Il Director

With respect to the proposal to elect a director (Proposal 1), you may vote in favor of the nominee,
withhold your vote as to the nominee or vote in favor of or withhold your vote as to the nominee. The vote
required to approve Proposal 1 is governed by Delaware law, the COI, and our Amended and Restated Bylaws
(the “Bylaws™) and is a plurality of the votes cast by the holders of shares represented and entitled to vote
at the Annual Meeting, provided a quorum is present. As a result, in accordance with Delaware law, votes that
are withheld will be counted in determining whether a quorum is present but will have no other effect on
the election of directors. Stockholders have no right to cumulative voting as to any matter, including the
election of directors.



Proposal 2 — Ratification of Independent Registered Public Accounting Firm

With respect to the proposal to ratify the Audit Committee’s appointment of MHM as our independent
registered public accounting firm for the fiscal year ending December 31, 2021 (Proposal 2), you may vote
in favor of the proposal, vote against the proposal or abstain from voting. The vote required to approve the
proposal is governed by Delaware law, the COI and our Bylaws and is the affirmative vote of the holders
of a majority of votes cast on such proposal by the shares of Common Stock present in person or represented
by proxy at the Annual Meeting and entitled to vote, provided a quorum is present. As a result, abstentions
will be considered in determining whether a quorum is present but will have no effect on the vote for
Proposal 2.

Proposal 3 — Amendment to the COI to increase the number of authorized shares of Common Stock fiom
150,000,000 shares to 290,000,000 shares.

With respect to the proposal to approve an amendment to the COI to increase the number of authorized
shares of Common Stock from 150,000,000 shares to 290,000,000 shares (Proposal 3), you may vote in favor
of the proposal, vote against the proposal or abstain from voting. The vote required to approve the
proposal is governed by Delaware law, the COI and our Bylaws and is the affirmative vote of the holders of
a majority of the outstanding shares of Common Stock as of the record date. As a result, abstentions will
have the same practical effect as a vote against Proposal 3. Proposal 3 is also subject to our Board of Directors’
authority to abandon such amendment to the COI as set forth elsewhere in this Proxy Statement.

Proposal 4 — Advisory Vote on Executive Compensation

With respect to the advisory vote on the approval of compensation of our named executive officers
(Proposal 4), you may vote in favor of the proposal, vote against the proposal or abstain from voting. The
vote required to approve the proposal is governed by Delaware law, the COI and our Bylaws and is the
affirmative vote of the holders of a majority of the votes cast on such proposal by shares of Common Stock
present in person or represented by proxy at the Annual Meeting and entitled to vote thereon. As a result,
abstentions will be considered in determining whether a quorum is present but will have no effect on the vote
for Proposal 4.

Proposal 5 — Advisory Vote on Frequency of Named Executive Officer Compensation Advisory Votes

With respect to the advisory vote on the frequency of “say on pay” votes in the future (Proposal 5),
stockholders may vote whether to hold “say on pay” votes every one, two or three years or abstain from
voting. We will consider the interval selected by the highest number of votes cast to be the recommendation
of the stockholders. As a result, abstentions will be considered in determining whether a quorum is
present but will have no effect on the vote for Proposal 5. Because your vote is advisory, it will not be
binding on the Compensation Committee or the Board of Directors. However, the Compensation Committee
and the Board will review the voting results and take them into consideration when determining the
frequency for holding an advisory vote on the compensation of the Company’s named executive officers.

Proposal 6 — Adjournment

With respect to the proposal to grant discretionary authority to adjourn the Annual Meeting, if
necessary, to solicit additional proxies in the event that there are not sufficient votes at the time of the
Annual Meeting to approve Proposal 3, you may vote in favor of the proposal, vote against the proposal or
abstain from voting. The vote required to approve Proposal 6 is governed by Delaware law, our COI and our
Amended and Restated Bylaws and is the affirmative vote of the holders of a majority of votes cast
affirmatively or negatively (excluding abstentions and broker non-votes), provided a quorum is present. As
a result, abstentions will be considered in determining whether a quorum is present but will have no effect on
the vote for Proposal 6.

NO DISSENTERS’ RIGHTS

The corporate action described in this Proxy Statement will not afford to stockholders the opportunity
to dissent from the actions described herein and receive an agreed or judicially appraised value for their shares
of Common Stock.



CAUTIONARY STATEMENT REGARDING FORWARD-LOOKING STATEMENTS

The statements in this Proxy Statement that are not historical statements, including statements
regarding future capital-raising activities and expected use of proceeds therefrom, our estimates regarding
expenses, future revenues, capital requirements, needs for additional financing, our ability to obtain additional
financing, our success with regard to any business development initiatives, our ability to recruit or retain
key scientific or management personnel or to retain our executive officers, our stock price and ability to meet
the continued listing requirements of The Nasdaq Capital Market, and any other statements regarding our
future expectations, beliefs, plans, objectives, financial conditions, assumptions or future events or
performance that are not historical facts, are forward-looking statements within the meaning of the federal
securities laws. These statements are subject to numerous risks and uncertainties, many of which are beyond
our control, which could cause actual results to differ materially from the results expressed or implied by
the statements. We describe risks and uncertainties that could cause actual results and events to differ
materially in the “Risk Factors” and “Management’s Discussion and Analysis of Financial Condition and
Results of Operations” section of our annual report on Form 10-K for the year ended December 31, 2020 (the
“Annual Report”).

Any forward-looking statements should be considered in light of such important factors. We undertake no
obligation to revise or update publicly any forward-looking statements for any reason. Readers are cautioned
not to place undue reliance on any forward-looking statement, which speaks only as of the date on which such
statement is made.

All subsequent written and oral forward-looking statements concerning the matters addressed in this
Proxy Statement and attributable to us or any person acting on our behalf are expressly qualified in their
entirety by the cautionary statements contained or referred to in this Proxy Statement.



SECURITY OWNERSHIP OF CERTAIN BENEFICIAL OWNERS AND MANAGEMENT

The following table sets forth information regarding the beneficial ownership of shares of our Common
Stock as of April 12, 2021 for:

* each person known to us to be the beneficial owner of more than 5% of our outstanding shares of
Common Stock;

e each of our named executive officers;
* each of our directors; and

« all directors and named executive officers as a group.

Information with respect to beneficial ownership has been furnished by each director, executive officer
or beneficial owner of more than 5% of our Common Stock. Beneficial ownership is determined in
accordance with the rules of the SEC and generally includes voting and investment power with respect to
the securities. Except as otherwise provided by footnote, 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 shown as beneficially owned by them. The number of shares of Common Stock used to calculate
the percentage ownership of each listed person includes the shares of Common Stock underlying options or
warrants or convertible securities held by such persons that are currently exercisable or convertible or
exercisable or convertible within 60 days of April 12, 2021, but are not treated as outstanding for the purpose
of computing the percentage ownership of any other person.

Percentage of beneficial ownership is based on 127,906,558 shares of Common Stock and 2,020 shares
of non-voting common stock outstanding as of April 12, 2021.

Except as otherwise set forth below, the address of each beneficial owner listed in the table below is
c/o Jaguar Health, Inc., 200 Pine Street, Suite 400, San Francisco, California 94104.

Number of Percentage

Shares of Shares

Beneficially  Beneficially
Name and address of beneficial owner Owned Owned
Named executive officers and directors:
Lisa A. Conte) . . 963,006 *
Steven R. King, Ph.D® . . . ... ... ... 307,011 *
Jonathan S. Wolin® . . . .. 221,780 *
Carol R. Lizak™® . . . 77,270 *
James J. Bochnowski® . . . ... . ... 940,729 *
Jonathan B. Siegel'® . ... ... .. 207,220 *
John Micek TII .. o o 97,494 *
Greg Divis® 89,445 *
All current executive officers and directors as a group (8 persons)® ... ........ 2,903,955 2.26%

*  Less than 1%.

(1) Represents (i) 32 shares of Common Stock (i) 925,474 shares of Common Stock issuable to Ms. Conte
under stock options that are exercisable or will become exercisable in the 60 days subsequent to
April 12,2021, and (iii) Bridge Warrants exercisable into 37,500 shares of Common Stock. The weighted
average exercise price of the 925,474 stock options is $6.99.

(2) Represents (i) 6 shares of Common Stock and (ii) 307,005 shares of Common Stock issuable to
Dr. King under stock options that are exercisable or will become exercisable in the 60 days subsequent
to April 12, 2021. The weighted average exercise price of the 307,005 stock options is $7.22.
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Represents 221,780 shares of Common Stock issuable to Mr. Wolin under stock options that are
exercisable or will become exercisable in the 60 days subsequent to April 12, 2021. The weighted average
exercise price of the 221,780 stock options is $1.71.

Represents 77,270 shares of Common Stock issuable to Ms. Lizak under stock options that are
exercisable or will become exercisable in the 60 days subsequent to April 12, 2021. The weighted average
exercise price of the 69,104 stock options is $1.37.

Represents (i) 181,895 shares of Common Stock, (ii) 178,770 shares of Common Stock issuable to
Mr. Bochnowski under stock options that are exercisable or will become exercisable in the 60 days
subsequent to April 12, 2021, and (iii) Series 1, Series 2, and Bridge Warrants exercisable into 579,912
shares of Common Stock. The weighted average exercise price of the 178,770 stock options is $10.80.

Represents (i) 13,276 shares of Common Stock, (ii) 152,337 shares of Common Stock issuable to

Mr. Siegel under stock options that are exercisable or will become exercisable in the 60 days subsequent
to April 12, 2021, and (iii) Series 1, Series 2, and Bridge Warrants exercisable into 41,036 shares of
Common Stock. The weighted average exercise price of the 52,337 stock options is $3.44.

Represents 97,494 shares of Common Stock issuable to Mr. Micek under stock options that are
exercisable or will become exercisable in the 60 days subsequent to April 12, 2021. The weighted average
exercise price of the 97,494 stock options is $10.11.

Represents 89,445 shares of Common Stock issuable to Mr. Divis under stock options that are
exercisable or will become exercisable in the 60 days subsequent to April 12, 2021. The weighted
average exercise price of the 89,445 stock options is $3.10.

See footnotes (1 — 8).



PROPOSAL 1 — ELECTION OF DIRECTORS

Nominee

Our Board of Directors currently consists of five (5) members, James J. Bochnowski, Lisa A. Conte,
Greg J. Divis, John Micek IIT and Jonathan B. Siegel, who are divided into three classes with staggered three-
year terms. The Board has nominated Greg J. Divis for election as the Class I1I director. If elected as the
Class III director at the Annual Meeting, Mr. Divis will serve and hold office for a three-year term expiring
at the 2024 Annual Meeting of Stockholders and until his successor has been duly elected and qualified.

The nominee has consented to continue his service as a director if elected. If the nominee should be
unavailable to serve for any reason (which is not anticipated), the Board of Directors may designate a
substitute nominee (in which event the persons named on the enclosed proxy card will vote the shares
represented by all valid proxy cards for the election of such substitute nominee), allow the vacancy to remain
open until a suitable candidate is located, or fill the position. The nominee for director is, at present, a
director of Jaguar and has been nominated by our Nominating and Corporate Governance Committee and
ratified by our full Board.

Vote Required

The vote required to approve Proposal 1 is the plurality of the votes cast by the holders of shares of
Common Stock represented and entitled to vote at the Annual Meeting, provided a quorum is present. As a
result, in accordance with Delaware law, votes that are withheld will be counted in determining whether a
quorum is present but will have no other effect on the election of directors. Stockholders have no right to
cumulative voting as to any matter, including the election of directors.

The Board of Directors unanimously recommends that the stockholders vote “FOR” Proposal No. 1 to
elect Greg J. Divis as a Class III director.

Information Regarding the Board of Directors and Director Nominees

The following table lists our directors and proposed director nominee, their respective ages and
positions as of April 12, 2021:

Name Age Position

James J. Bochnowski("® 77 Chairman of the Board (Class I)

Lisa A. Conte 61 Chief Executive Officer, President and Director (Class I)
Greg J. Divis 54 Director (Class III)

John Micek IV 68  Director (Class II)

Jonathan B. SiegelV® 47 Director (Class I)

(1) Member of the audit committee.
(2) Member of the compensation committee.

(3) Member of the nominating committee.

James J. Bochnowski. Mr. Bochnowski has served as a member of our board of directors since
February 2014 and as Chairperson of our board since June 2014. Since 1988, Mr. Bochnowski has served as
the founder and Managing Member of Delphi Ventures, a venture capital firm. In 1980, Mr. Bochnowski
co-founded Technology Venture Investors. Mr. Bochnowski holds an M.B.A. from Harvard University
Graduate School of Business and a B.S. in Aeronautics and Astronautics from Massachusetts Institute of
Technology.

We believe Mr. Bochnowski is qualified to serve on our board of directors due to his significant
experience with venture capital backed healthcare companies and experience as both an executive officer
and member of the board of directors of numerous companies.



Lisa A. Conte. Ms. Conte has served as our President, Chief Executive Officer and a member of our
board of directors since she founded the company in June 2013. Ms. Conte also serves as the Chief Executive
Officer and a member of the board of our wholly-owned subsidiary, Napo Pharmaceuticals, Inc. (“Napo”),
since she founded the company in November 2001. In 1989, Ms. Conte founded Shaman Pharmaceuticals,
Inc., a natural product pharmaceutical company. Ms. Conte is also currently a member of the board of
directors of Healing Forest Conservatory, a California not-for-profit public benefit corporation Ms. Conte
holds an M.S. in Physiology and Pharmacology from the University of California, San Diego, and an M.B.A.
and A.B. in Biochemistry from Dartmouth College.

We believe Ms. Conte is qualified to serve on our board of directors due to her extensive knowledge of
our company and experience with our product and product candidates, as well as her experience managing
and raising capital for public and private companies.

Greg J. Divis. Mr. Divis has served as a member of our board of directors since June 14, 2018.
Mr. Divis currently serves as the Chief Executive Officer of Avadel Pharmaceuticals plc (“Avadel”), an
emerging branded specialty pharmaceutical company he joined in 2017. He served as a Chief Operating
Officer at Avadel from January 2017 through December 2018. He served as a board member at Tolero
Pharmaceuticals, Inc., a privately held oncology development company, from May 2015 until its sale to
Dainippon Sumitomo in June 2017. Prior to Avadel he served as an Operating Partner for Linden Capital
Partners, a healthcare-focused middle market private equity firm. Previous roles also include President
and Chief Executive Officer of Lumara Health, Inc., a specialty-branded pharmaceutical company focused
on women’s health, where Mr. Divis led the successful turnaround and transformation of the business
resulting in a series of transactions culminating in the successful sale to AMAG Pharmaceuticals, Inc.
Mr. Divis has also held such notable roles as Vice President, Business Development & Lifecycle Management
at Sanofi-Aventis, and Vice-President and General Manager, UK and Ireland, for Schering-Plough
Corporation. He currently serves on the board of directors of Avadel Pharmaceuticals and previously
served on the board of directors of Tolero Pharmaceuticals. Mr. Divis is a graduate of the University of
Towa.

We believe Greg J. Divis is qualified to serve on our board of directors due to his extensive experience
in the pharmaceutical industry and experience as both an executive officer and member of the board of
directors of other companies.

John Micek III.  Mr. Micek has served as a member of our board of directors since April 2016. From
2000 to 2010, Mr. Micek was managing director of Silicon Prairie Partners, LP, a Palo Alto, California based
family-owned venture fund. Since 2010, Mr. Micek has been managing partner of Verdant Ventures, a
merchant bank dedicated to sourcing and funding university and corporate laboratory spinouts in areas
including pharmaceuticals and cleantech. Mr. Micek serves on the board of directors of Armanino Foods
of Distinction, Innovare Corporation and JAL/Universal Assurors. He is also a board member and the Chief
Executive Officer and Chief Financial Officer of Enova Systems and from March 2014 to August 2015 he
served as interim Chief Financial Officer for Smith Electric Vehicles, Inc. Mr. Micek is a cum laude graduate
of Santa Clara University and the University of San Francisco School of Law, and is a practicing California
attorney specializing in financial services.

We believe Mr. Micek is qualified to serve on our board of directors due to his many years of executive
experience in management and on boards of director of other companies.

Jonathan B. Siegel. Mr. Siegel has served as a member of our board of directors since March 2018.
Mr. Siegel is founder of JBS Healthcare Ventures, which pursues investments in public and private healthcare
entities. He also serves as a member of the board of Sol-Gel Technologies, Ltd, a Nasdaq-listed company
since 2018. In 2017 he left Kingdon Capital, where he was a principal of the firm, a member of the executive
committee and the sector head for healthcare. He joined Kingdon in 2011 and has more than 20 years of
investment experience. Prior to joining Kingdon, Mr. Siegel was with SAC Capital Advisors from 2005 to
2011, serving as a portfolio manager for healthcare starting in 2007. Before joining SAC, he was an associate
director of pharmaceutical and specialty pharmaceutical research with Bear, Stearns & Co., a research
associate with Dresdner Kleinwort Wasserstein, specializing in pharmaceuticals, a consultant to the Life
Sciences Division of Computer Sciences Corporation; a research associate at the Novartis Center for
Immunobiology, Harvard Medical School, Beth Israel Deaconess Medical Center, and a research assistant



at Tufts University School of Medicine. Additionally, he previously served on the board of KV
Pharmaceutical Company. Mr. Siegel received a BS in Psychology from Tufts University in 1995 and an
MBA from Columbia Business School in 1999.

We believe Mr. Siegel is qualified to serve on our board of directors due to his extensive experience in
the pharmaceutical investment sector.

There are no family relationships among any of our executive officers or among any of our executive
officers and our directors. There is no arrangement or understanding between any director and any other
person pursuant to which the director was selected except to the extent provided in our Certificate of
Designation.

See “Corporate Governance” and “Compensation of Directors and Executive Officers” below for
additional information regarding the Board of Directors.
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PROPOSAL 2 — RATIFICATION OF APPOINTMENT OF THE INDEPENDENT REGISTERED
PUBLIC ACCOUNTING FIRM

The Audit Committee has appointed Mayer Hoffman McCann P.C. as our independent registered
public accounting firm for the fiscal year ending December 31, 2021, and the Board of Directors is asking
stockholders to ratify that selection. Representatives of Mayer Hoffman McCann P.C. are expected to attend
the Annual Meeting in order to respond to questions from stockholders and will have the opportunity to
make a statement.

Independent Registered Public Accounting Firm Services and Fees

Current Principal Accountant Fees and Services

Mayer Hoffman McCann P.C. served as our independent registered public accounting firm for the
fiscal years ended December 31, 2019 and 2020. The following table represents the aggregate fees billed to
us by Mayer Hoffman McCann P.C. in 2019 and 2020 for audit and other services rendered.

Years ended

December 31,
2020 2019
Audit Fees . . ... .. .. e $1,044,039 $570,497
AuditRelated Fees . ... ... ... .. ... .. . . . .. — —
Tax Fees . . ... — —
AllOther Fees . ... ... .. . — —
Total ... $1,044,039  $570,497

Audit fees include fees and out-of-pocket expenses, whether or not yet invoiced, for professional
services provided in connection with the audit of our annual financial statements and review of our
quarterly financial statements. In 2019 and 2020, audit fees also include fees for our follow-on public offerings
and services provided in connection with the issuance of consents for other SEC filings. Substantially all of
Mayer Hoffman McCann P.C.’s (“MHM?”) personnel, who work under the control of MHM shareholders,
are employees of wholly-owned subsidiaries of CBIZ, Inc., which provides personnel and various services
to MHM in an alternative practice structure.

Former Principal Accountant Fees and Services

On April 2, 2019, BDO USA, LLP notified us that it declined to stand for re-election as our independent
registered public accounting firm for the fiscal year ending December 31, 2019. This change became effective
on April 10, 2019 upon the filing of our Form 10-K for the year ended December 31, 2018. The reports of
BDO USA, LLP on our consolidated financial statements for the fiscal years ended December 31, 2018 and
2017 contained explanatory paragraphs regarding our ability to continue as a going concern and a change
in its accounting method for recognizing revenue from contracts with customers due to the adoption of
Topic 606: Revenue from Contracts with Customers, and contained no adverse opinion or disclaimer of
opinion and were not qualified or modified as to uncertainty, audit scope or accounting principles. During
the fiscal years ended December 31, 2018 and 2017, and in the subsequent interim period through April 2,
2019, there were no disagreements with BDO USA, LLP on any matters of accounting principles or
practices, financial statement disclosure or auditing scope and procedure which, if not resolved to the
satisfaction of BDO USA, LLP, would have caused BDO USA, LLP to make reference to the matter in its
reports on the financial statements for such years.
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BDO USA, LLP served as our independent registered public accounting firm for the fiscal year ended
December 31, 2018. The following table represents the aggregate fees billed to us by BDO USA, LLP in
2019 and 2020 for audit and other services rendered:

Years ended

December 31,
2020 2019
Audit Fees . . . .. ... $ — 3 —
AuditRelated Fees ... .......... ... .. .. . .. — —
Tax Fees . ... — —
All Other Fees . . . .. .. . e 100,00 117,186
Total . .. $100,000 $117,186

Fees referenced in the table above include fees for our follow-on public offering, auditor transition fees,
as well as services provided in connection with the issuance of consents for other SEC filings.

Policy on Audit Committee Preapproval of Audit and Permissible Non-Audit Services of the Independent
Registered Public Accounting Firm

As specified in the Audit Committee charter, the Audit Committee pre-approves all audit and non-audit
services provided by the independent registered public accounting firm prior to the receipt of such services.
Thus, the Audit Committee approved 100% of the services set forth in the above table prior to the receipt
of such services and no services were provided under the permitted de minimis threshold provisions.

The Audit Committee determined that the provision of such services was compatible with the
maintenance of the independence of Mayer Hoffman McCann P.C. and BDO USA, LLP.

Vote Required

The vote required to approve Proposal 2 is the affirmative vote of the holders of a majority of votes
cast by holders of shares of our Common Stock present in person or represented by proxy at the Annual
Meeting, provided a quorum is present. As a result, abstentions will be considered in determining whether a
quorum is present but will have no effect on the vote for Proposal 2.

The Board of Directors unanimously recommends that the stockholders vote “FOR” Proposal No. 2 to
ratify the appointment of Mayer Hoffman McCann P.C. as the Company’s independent registered public
accounting firm for the fiscal year ending December 31, 2021.
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PROPOSAL 3 — APPROVAL OF AN AMENDMENT TO OUR THIRD AMENDED AND RESTATED
CERTIFICATE OF INCORPORATION TO INCREASE THE NUMBER OF AUTHORIZED SHARES
OF OUR COMMON STOCK

At the Annual Meeting, holders of our Common Stock will be asked to approve an amendment to the
COI to increase the number of authorized shares of Common Stock from 150 million shares to 290 million
shares (the “Amendment”). The Amendment is set forth on the Certificate of Seventh Amendment to the
COl, which is attached hereto as Annex A and is incorporated by reference into this Proxy Statement. The text
of Annex A remains subject to modification, except to change the number of authorized shares, to include
such changes as may be required by the Secretary of State of the State of Delaware and as the Board deems
necessary or advisable to implement the increase in our authorized shares to 290 million shares.

Background

The COI currently authorizes us to issue a total of 150,000,000 shares of common stock, $0.0001 par
value, 50,000,000 shares of non-voting common stock, $0.0001 par value, and 4,475,074 shares of preferred
stock, $0.0001 par value. The Board has approved, and is seeking stockholder approval of, an amendment
to the COI to implement an increase in the number of shares of authorized Common Stock from 150,000,000
shares to 290,000,000 shares.

Of the 150,000,000 shares of Common Stock currently authorized by the COI, as of April 12, 2021,
127,906,558 shares are issued and outstanding, 1,690,354 shares are reserved for issuance upon exercise of
existing stock purchase warrants, 7,941,215 shares are reserved for future issuance under existing equity
incentive awards, 2,716,218 shares are available for grant under the Company’s 2014 Stock Incentive Plan and
329,182 shares are available for grant under the Company’s Inducement Award Plan. Therefore, we
currently have less than 7% of our total authorized shares of Common Stock available for future issuance.

The Board has unanimously determined that the Amendment is advisable, subject to exercising its
discretion not to implement as disclosed below, and in the best interests of the Company and our
stockholders, and recommends that our stockholders approve the Amendment. In accordance with the
General Corporation Law of the State of Delaware (the “DGCL”), we are hereby seeking approval of the
Amendment by our stockholders.

Even if Proposal 3 is approved at the Annual Meeting, the Board reserves the right to elect not to
proceed with and abandon the Amendment if circumstances change and it determines, in its sole discretion
at any time, that this proposal is no longer in the best interests of our stockholders. In addition, if the
Board determines that it is advisable and in the Company’s best interests to change the number of authorized
shares of our Common Stock other than an increase to 290 million authorized shares of Common Stock,
the Board would have to approve such amendment to the COI changing the number of authorized shares of
our Common Stock and submit such amendment to the stockholders of the Company for approval prior
to the Company implementing any such change in the number of authorized shares of our Common Stock.

No changes to the COI are being proposed with respect to the number of authorized shares of non-
voting common stock or preferred stock. Other than the proposed increase in the number of authorized
shares of Common Stock, the Amendment is not intended to modify the rights of existing stockholders in
any material respect. The additional shares of Common Stock to be authorized pursuant to the proposed
amendment will be of the same class of Common Stock as is currently authorized under the COI.

Under the DGCL, our stockholders are not entitled to appraisal rights with respect to the proposed
amendment to the COI to increase the number of authorized shares of Common Stock, and we will not
independently provide stockholders with any such rights.

Reasons for the Amendment

The Board believes that the proposed increase in the number of authorized shares of Common Stock
will benefit us by providing the shares needed to raise additional capital to execute our business plan as well
as improving our flexibility in responding to future business opportunities. The additional authorized
shares will be available for issuance from time to time to enable us to respond to future business opportunities
requiring the issuance of shares, including the consummation of equity-based financings involving Common
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Stock or securities convertible into or exercisable for Common Stock (“equity-linked securities”) including
refinancings of current or future indebtedness involving the issuance of Common Stock or equity-linked
securities, acquisition or strategic joint venture transactions involving the issuance of Common Stock or
equity-linked securities, grants of Common Stock and equity-linked securities to the Company’s current and
future employees and consultants, or for other general purposes that the Board may deem advisable from
time to time. In recent months, we have explored opportunities to raise funds from strategic or financial
partners and determined that any such potential transaction would very likely require an increase in the
number of authorized shares. We are seeking approval for the Amendment at this time because
opportunities requiring prompt action may arise in the future, and the Board believes the delay and expense
in seeking approval for additional authorized Common Stock at the Annual Meeting could deprive us of
the ability to take advantage of potential opportunities.

Without an increase in the number of authorized shares of Common Stock, we may be constrained in
our ability to raise capital, may not be able to fund our operations, and may lose important business
opportunities, which could adversely affect our financial performance and growth. In addition, our future
success depends upon our ability to attract, retain and motivate highly skilled employees, and if this proposal
is not approved by our stockholders, the lack of any available unissued and unreserved authorized shares
of Common Stock to provide future equity incentive opportunities could adversely impact our ability to
achieve these goals.

In determining the size of the proposed authorized share increase, the Board considered a number of
factors, including the amount of capital needed to fund our operations, the potential terms needed to raise
additional capital including the potential issuance of warrants to purchase Common Stock associated with
equity financings and that over a number of years we may potentially need additional shares in connection
with future equity transactions, acquisitions or other strategic transactions. If the stockholders do not approve
this proposal, then we believe that we will not have the needed additional shares available to raise the
capital to undertake the transactions described above, including but not limited to raising additional capital
that we believe we may need in the future to execute our business plan, and there is an enhanced risk that
we may default on our debt covenants in the future.

Potential Effects of the Amendment

The proposed increase in the number of authorized shares of Common Stock will not have any
immediate effect on the rights of our existing stockholders. The Board will have the authority to issue the
additional shares of Common Stock without requiring future stockholder approval of such issuances, except
as may be required by applicable law or rules of any stock exchange on which our securities may be listed.
The issuance of additional shares of Common Stock will decrease the relative percentage of equity ownership
of our existing stockholders, thereby diluting the voting power of their Common Stock, and, depending
on the price at which additional shares may be issued, could also be dilutive to the earnings per share of our
Common Stock.

It is possible that a subsequent issuance of these shares could have the effect of delaying or preventing
a change in control of the Company. Shares of authorized and unissued Common Stock could, within the
limits imposed by applicable law, be issued in one or more transactions that would make a change in control
of the Company more difficult, and therefore, less likely. Issuances of additional shares of our Common
Stock could dilute the earnings per share and book value per share of our outstanding Common Stock and
dilute the stock ownership or voting rights of a person seeking to obtain control of the Company. While
it may be deemed to have potential anti-takeover effect, the proposal to increase the authorized Common
Stock is not prompted by any specific effort of which we are aware to accumulate shares of our Common
Stock or obtain control of the Company.

The additional authorized shares of Common Stock, if and when issued, would be part of the existing
class of Common Stock and would have the same rights and privileges as the shares of Common Stock
currently outstanding. Except for the right of certain holders of our warrants to purchase Common Stock,
who have the right to purchase their pro rata portion of new shares of Common Stock and other securities
offered by the Company in subsequent financings, our stockholders do not have preemptive rights with
respect to our Common Stock. Therefore, should the Board determine to issue additional shares of Common
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Stock, existing stockholders would not have any preferential rights to purchase such shares in order to
maintain their proportionate ownership thereof.

Effectiveness of Amendment

If the vote of the Company’s stockholders required to approve the Amendment set forth in this
Proposal 3 is obtained and the Board does not abandon the Amendment, we will file the Amendment with
the Secretary of State of the State of Delaware at such time as the Board determines in its sole discretion. If
the vote of the Company’s stockholders required to approve the Amendment set forth in this Proposal 3 is
not obtained, the Amendment will not become effective and the number of authorized shares of our Common
Stock will remain at 150,000,000 shares of Common Stock until a subsequent amendment authorizing a
different number of authorized shares of Common Stock is approved by the stockholders of the Company.

Required Vote of Stockholders

To approve the increase in the number of authorized shares of Common Stock, the affirmative vote of
the holders of a majority of the outstanding shares of Common Stock as of the record date is required.
Because approval is based on the affirmative vote of a majority of the outstanding shares of Common Stock,
abstentions will be counted for purposes of establishing quorum, and if a quorum is present, will have the
same effect as a vote “AGAINST” this proposal.

The Board has unanimously approved and declared advisable the Amendment set forth in this Proposal 3
and unanimously recommends that the stockholders of the Company vote “FOR” the Amendment set forth in
this Proposal 3.
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PROPOSAL 4 — ADVISORY VOTE ON EXECUTIVE COMPENSATION

As of January 1, 2021, we are no longer an “emerging growth company” as defined in the Jumpstart
Our Business Startups Act of 2012 (the “JOBS Act”). As a result, in accordance with Section 14A of the
Securities Exchange Act of 1934, as amended (the “Exchange Act”), we are required to provide holders of
our Common Stock, not less frequently than once every three years, with an opportunity at the Annual
Meeting to vote, on an advisory basis, on the approval of the compensation of our named executive
officers as disclosed herein. Please read the executive compensation section of this Proxy Statement for a
detailed discussion about our executive compensation programs, including information about the
compensation of our named executive officers for fiscal year 2020. Because the vote of holders of our
Common Stock is advisory, it will not be binding on the Compensation Committee or the Board of Directors.
However, the Compensation Committee and the Board will review the voting results and take them into
consideration when making future decisions regarding executive compensation.

Background

Our executive compensation program is designed to:

+ enable us to attract, motivate and retain the level of successful, qualified executive leadership talent
necessary to achieve our long-term goals;

+ align the economic interests of our executives with those of our stockholders;
» reward Company and individual performance; and

 be well understood and perceived as fundamentally fair to all stakeholders, including participants
and stockholders.

Our Compensation Committee and our Board believe that these policies and procedures are effective in
implementing our compensation philosophy and in achieving our goals.

We are asking you to indicate your support for the compensation of our named executive officers as
described in this Proxy Statement. This vote is not intended to address any specific item of compensation,
our general compensation policies, the compensation of our Board, or our compensation policies as they
relate to risk management. Rather, this vote relates to the overall compensation of our named executive officers
and the philosophy, policies and practices described in this Proxy Statement. Accordingly, we are asking
you to vote, on an advisory basis, “FOR” the following resolution at the Annual Meeting:

“RESOLVED, that the stockholders of Jaguar Health, Inc. (the “Company”) hereby approve, on an
advisory basis, the compensation paid to the Company’s named executive officers as disclosed pursuant
to the compensation disclosure rules of the Securities and Exchange Commission, including the
compensation tables and the related material disclosed in this Proxy Statement.”

Regquired Vote of Stockholders

The vote required to approve Proposal 4 is the affirmative vote of the holders of a majority of the total
votes cast on the proposal at the Annual Meeting, either in person or by proxy. As a result, abstentions will
have the same practical effect as a vote against Proposal 4.

Although the “say on pay” vote we are asking you to cast is non-binding, the Board and Compensation
Committee value the views of our stockholders and will consider the outcome of the vote when determining
future compensation arrangements for our named executive officers.

The Board of Directors unanimously recommends that the stockholders vote “FOR” Proposal 4 to
approve, on an advisory basis, of the compensation paid to our named executive officers.
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PROPOSAL 5 — ADVISORY VOTE ON FREQUENCY OF NAMED EXECUTIVE OFFICER
COMPENSATION ADVISORY VOTES

As previously noted, as of January 1, 2021, we are no longer an “emerging growth company” as
defined in the JOBS Act. As a result, in accordance with Section 14A of the Exchange Act, we are required
to provide holders of our Common Stock with an opportunity at the Annual Meeting to vote, on an
advisory basis, on how frequently we should have “say on pay” votes in the future. Stockholders may vote
whether to hold “say on pay” votes every one, two or three years. We will consider the interval selected by the
highest number of votes cast to be the recommendation of the stockholders. Because your vote is advisory,
it will not be binding on the Compensation Committee or the Board of Directors. However, the Compensation
Committee and the Board will review the voting results and take them into consideration when determining
the frequency of the Company’s “say on pay” votes.

The Board recognizes the value of receiving input from the Company’s stockholders on important
issues such as the Company’s compensation programs. However, it believes that a well-structured
compensation program should include plans that drive creation of stockholder value over the long-term
rather than focus on short term results. The three-year voting cycle allows stockholders to review compensation
over a longer period of time, providing sufficient time to evaluate the impact of changes made in one year
where outcomes may not be immediately known. In addition, a three-year voting cycle is more closely aligned
with a longer-term view of compensation and consistent with the vesting period we typically use for equity
awards. Further, our stockholders have the opportunity to provide additional feedback on important matters
involving executive compensation even in the years when “say on pay” votes do not occur. For example,
the rules of Nasdaq require that we seek stockholder approval for new employee equity compensation plans
and material revisions thereto. The Board therefore recommends that our stockholders select “3 Years”
when voting on the frequency of the advisory vote on executive compensation.

Required Vote of Stockholders

The option of one year, two years, or three years that receives the highest number of votes cast by
holders of Common Stock will be the frequency for the advisory vote on executive compensation that has
been selected by stockholders. Although this advisory vote on frequency is not binding, the Board and
Compensation Committee value the views of our stockholders as to what is an appropriate frequency for
advisory on executive compensation, and welcome the stockholders’ recommendation on this proposal. If
a plurality of votes is cast in favor of an interval other than three years, the Board intends to consider that
alternative frequency prior to determining the frequency for “say on pay” votes to be submitted to stockholders
in the future.

The Board of Directors unanimously recommends that the stockholders vote “FOR” the three-year option
in Proposal 5 as the frequency for the advisory vote on named executive officer compensation.
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PROPOSAL 6 — GRANT OF DISCRETIONARY AUTHORITY TO ADJOURN THE ANNUAL
MEETING IF NECESSARY TO SOLICIT ADDITIONAL PROXIES

Although it is not expected, the Annual Meeting may be adjourned for the purpose of soliciting
additional proxies. Any such adjournment of the Annual Meeting may be made without notice, other than
by the announcement made at the Annual Meeting, by approval of the holders of a majority of the outstanding
shares of our Common Stock, present in person or by proxy and entitled to vote at the Annual Meeting.

We are soliciting proxies to grant discretionary authority to the chairperson of the Annual Meeting to adjourn
the Annual Meeting, if necessary, for the purpose of soliciting additional proxies in favor of Proposal 3.

The chairperson will have the discretion to decide whether or not to use the authority granted to such person
pursuant to this Proposal 6 to adjourn the Annual Meeting.

Required Vote of Stockholders

To approve the grant of discretionary authority to the chairperson of the Annual Meeting to adjourn
the Annual Meeting, if necessary, for the purpose of soliciting additional proxies in favor of Proposal 3, the
affirmative vote of the holders of a majority of votes cast by shares of our Common Stock present in
person or represented by proxy at the Annual Meeting and entitled to vote is required. Although failure to
submit a proxy or vote in person at the Annual Meeting, or a failure to provide your broker, nominee, fiduciary
or other custodian, as applicable, with instructions on how to vote your shares will not affect the outcome
of the vote on this proposal, the failure to submit a proxy or vote in person at the Annual Meeting will make
it more difficult to meet the requirement under our bylaws that the holders of a majority of the our capital
stock issued and outstanding and entitled to vote at the Annual Meeting be present in person or by proxy to
constitute a quorum at the Annual Meeting.

The Board of Directors unanimously recommends that the stockholders vote “FOR” Proposal 6 to grant
discretionary authority to adjourn the Annual Meeting, if necessary, to solicit additional proxies in favor of
Proposal 3.
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CORPORATE GOVERNANCE

Director Independence

Our Common Stock is listed on The Nasdaq Capital Market. Under Nasdaq rules, independent
directors must comprise a majority of a listed company’s board of directors. In addition, Nasdaq rules
require that, subject to specified exceptions, each member of a listed company’s Audit, Compensation and
Nominating Committee must be independent. Audit Committee members must also satisfy the independence
criteria set forth in Rule 10A-3 under the Exchange Act. Under Nasdaq rules, a director will only qualify
as an “independent director” if, in the opinion of the company’s board of directors, such person does not have
a relationship that would interfere with the exercise of independent judgment in carrying out the
responsibilities of a director.

To be considered independent for purposes of Rule 10A-3, a member of an audit committee of a listed
company may not, other than in his or her capacity as a member of the audit committee, our board of
directors, or any other board committee (1) accept, directly or indirectly, any consulting, advisory, or other
compensatory fee from the listed company or any of its subsidiaries or (2) be an affiliated person of the listed
company or any of its subsidiaries.

Our board of directors periodically undertakes a review of its composition, the composition of its
committees and the independence of our directors and considered whether any director has a material
relationship with us that could compromise his or her ability to exercise independent judgment in carrying
out his or her responsibilities. Based upon information requested from and provided by each director
concerning his or her background, employment and affiliations, including family relationships, our board of
directors has determined that four of our five directors (i.e., Mr. Bochnowski, Mr. Micek, Mr. Siegel and
Mr. Divis) do not have a relationship that would interfere with the exercise of independent judgment in
carrying out the responsibilities of a director and that each of these directors is “independent” as that term is
defined under the Nasdaq rules. Our board of directors also determined that Mr. Micek (chairperson),

Mr. Bochnowski, and Mr. Siegel, who comprise our Audit Committee, Mr. Bochnowski (chairperson) and
Mr. Siegel, who comprise our Compensation Committee, and Mr. Bochnowski and Mr. Micek, who comprised
our Nominating Committee, satisfy the independence standards for those committees established by
applicable SEC rules and the Nasdaq rules and listing standards.

In making this determination, our board of directors considered the relationships that each non-
employee director has with us and all other facts and circumstances our board of directors deemed relevant
in determining independence, including the beneficial ownership of our capital stock by each non-
employee director.

MEETINGS AND COMMITTEES OF THE BOARD OF DIRECTORS

Audit Committee

The members of our Audit Committee are Mr. Micek, Mr. Bochnowski, and Mr. Siegel. Mr. Micek is
the chairperson of the Audit Committee. Our Audit Committee’s responsibilities include:

* appointing, approving the compensation of, and assessing the independence of our registered public
accounting firm;

+ overseeing the work of our independent registered public accounting firm, including through the
receipt and consideration of reports from that firm;

 reviewing and discussing with management and our independent registered public accounting firm
our annual and quarterly financial statements and related disclosures;

* monitoring our internal control over financial reporting, disclosure controls and procedures and
code of conduct;

« discussing our risk management policies;

« establishing policies regarding hiring employees from our independent registered public accounting
firm and procedures for the receipt and retention of accounting related complaints and concerns;
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 reviewing and approving or ratifying any related person transactions; and

 preparing the Audit Committee report required by SEC rules.

All audit and non-audit services, other than de minimis non-audit services, to be provided to us by our
independent registered public accounting firm must be approved in advance by our Audit Committee.

Our board of directors has determined that each of Mr. Micek, Mr. Bochnowski, and Mr. Siegel is an
independent director under Nasdaq rules and under Rule 10A-3. All members of our Audit Committee meet
the requirements for financial literacy under the applicable rules and regulations of the SEC and Nasdaq.
Our board of directors has determined that Mr. Micek is an “audit committee financial expert,” as defined
by applicable SEC rules, and has the requisite financial sophistication as defined under the applicable Nasdaq
rules and regulations.

The Audit Committee held four meetings in 2020. The audit committee has adopted a written charter
approved by our board of directors, which is available on our website at:
https://jaguarhealth.gcs-web.com/static-files/acabd 726-16¢2-4219-a755-475¢9¢87b851

Compensation Committee

The members of our Compensation Committee are Mr. Bochnowski (chairperson) and Mr. Siegel.
Mr. Bochnowski is the chairperson of the Compensation Committee. Our Compensation Committee’s
responsibilities include:

 determining, or making recommendations to our board of directors with respect to, the compensation
of our Chief Executive Officer;

* determining, or making recommendations to our board of directors with respect to, the compensation
of our other executive officers;

» overseeing and administering our cash and equity incentive plans;

 reviewing and making recommendations to our board of directors with respect to director
compensation; and

» preparing the Compensation Committee report and necessary disclosure in our annual proxy
statement in accordance with applicable SEC rules.

To determine compensation, the Compensation Committee, with input from the Chief Executive
Officer (who does not participate in the deliberations regarding her own compensation), reviews, at least
annually, and makes recommendations to the board of directors appropriate compensation levels for each
executive officer of the Company. The Compensation Committee considers all factors it deems relevant in
setting executive compensation.

Our board has determined that each of Mr. Bochnowski (chairperson) and Mr. Siegel is independent
under the applicable Nasdaq rules and regulations, is a “non-employee director” as defined in Rule 16b-3
promulgated under the Exchange Act, and is an “outside director” as that term is defined in Section 162(m)
of the Internal Revenue Code of 1986, as amended.

The Compensation Committee held one meeting in 2020. All compensation-related matters
were approved at the board of directors’ level. The Compensation Committee has adopted a written
charter approved by the board of directors, which is available on our website at:
https://jaguarhealth.gcs-web.com/static-files/653862da-1aa9-4819-b559-5¢5654189¢80. Under its charter, the
Compensation Committee has the authority, in its sole discretion, to select, retain and obtain the advice of
a compensation consultant as necessary to assist with the execution of its duties and responsibilities as set
forth in its charter but only after taking into consideration factors relevant to the compensation consultant’s
independence from management specified in Nasdaq Listing Rule 5605(d)(3)(D). The Compensation
Committee currently has not retained or sought advice from a compensation consultant.
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Nominating Committee

The members of our Nominating Committee are Mr. Bochnowski and Mr. Micek. Our Nominating
Committee’s responsibilities include:

« identifying individuals qualified to become members of our board of directors;
* evaluating qualifications of directors;

* recommending to our board of directors the persons to be nominated for election as directors and to
each of the committees of our board of directors; and

+ overseeing an annual evaluation of our board of directors.

The Nominating Committee did not hold any meetings in 2020. All nomination-related matters
were approved at the board of directors’ level. The Nominating Committee has adopted a written charter
approved by the board of directors, which is available on our website at:
https://jaguarhealth.gcs-web.com/static-files/02dfed04-9508-44cd-a96a-3215¢565111c.

Meetings and Attendance During 2020

The board of directors held 21 meetings in 2020. Each director who served as a director during 2020
participated in 75% or more of the meetings of the board of directors and of the committees on which he
or she served, if any, during the year ended December 31, 2020 (during the period that such director served).

We do not have a written policy on director attendance at annual meetings of stockholders. We
encourage, but do not require, our directors to attend the Annual Meeting. One director attended the 2020
Annual Meeting of Stockholders.

Code of Business Conduct and Ethics

We have adopted a Code of Business Conduct and Ethics that applies to our directors, officers and
employees, including our President and Chief Executive Officer, our Chief Financial Officer and other
employees who perform financial or accounting functions. The Code of Business Conduct and Ethics sets
forth the basic principles that guide the business conduct of our employees. A current copy of the code is on
our website at https://jaguarhealth.gcs-web.com/corporate-governance. We intend to disclose future
amendments to certain provisions of our code of business conduct and ethics, or waivers of such provisions
on our website to the extent required by applicable rules and exchange requirements. The inclusion of our
website address in this proxy statement does not incorporate by reference the information on or accessible
through our website into this proxy statement.

Policy Against Pledging and Hedging of the Company’s Securities

Our Policy on Insider Trading and Tipping expressly prohibits directors, officers, employees and other
persons determined by us to be “Insiders,” including their immediate family members sharing the same
household and entities over which they exercise control, from engaging in hedging transactions involving
our securities (or any other financial transactions that are designed to hedge or offset any decrease in market
value of our equity securities) without advance approval from the Compliance Officer. The policy similarly
prohibits such individuals from holding our securities in a margin account and pledging our securities as
collateral for loans without advance approval from the Compliance Officer. The policy applies to all of our
securities held, excluding the exercise of options for cash under an equity plan of the Company, bona fide gifts
of our securities and transactions in our securities made through an authorized Rule 10b5-1 trading plan.
There were no exceptions approved by the Compliance Officer during the last fiscal year.

Compensation Committee Interlocks and Insider Participation

None of the members of our Compensation Committee has ever been an officer or employee of our
company. None of our executive officers currently serves, or in the past year has served, as a member of the
board of directors or Compensation Committee or other board committee performing equivalent functions
of any entity that has one or more of its executive officers serving on our board of directors or Compensation
Committee.
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Limitation of Liability and Indemnification

The COI and Bylaws contain provisions that limit the personal liability of our directors for monetary
damages to the fullest extent permitted by Delaware law. Delaware law provides that directors of a
corporation will not be personally liable to us or our stockholders for monetary damages for any breach of
fiduciary duties as directors, except liability for:

 any breach of the director’s duty of loyalty to us or our stockholders;

* any act or omission not in good faith or that involves intentional misconduct or a knowing violation
of law;

 unlawful payments of dividends or unlawful stock repurchases or redemptions as provided in
Section 174 of the DGCL; or

 any transaction from which the director derived an improper personal benefit.

Such limitation of liability does not apply to liabilities arising under federal securities laws and does
not affect the availability of equitable remedies, such as injunctive relief or rescission.

The COI provides that we indemnify our directors to the fullest extent permitted by Delaware law. In
addition, our Bylaws provide that we indemnify our directors and officers to the fullest extent permitted by
Delaware law. Our Bylaws also provide that we shall advance expenses incurred by a director or officer in
advance of the final disposition of any action or proceeding, and permit us to secure insurance on behalf of
any officer, director, employee or other agent for any liability arising out of his or her actions in that
capacity, regardless of whether we would otherwise be permitted to indemnify him or her under the provisions
of Delaware law. We have entered and expect to continue to enter into agreements to indemnify our
directors, executive officers and other employees as determined by our board of directors. With certain
exceptions, these agreements provide for indemnification for related expenses including, among others,
attorneys’ fees, judgments, fines and settlement amounts incurred by any of these individuals in any action
or proceeding. We believe that these bylaw provisions and indemnification agreements are necessary to attract
and retain qualified persons as directors and officers. We also maintain directors’ and officers’ liability
insurance.

The limitation of liability and indemnification provisions in the COI and Bylaws and our indemnification
agreements, may discourage stockholders from bringing a lawsuit against our directors for breach of their
fiduciary duty of care. They may also reduce the likelihood of derivative litigation against our directors and
officers, even though an action, if successful, might benefit us and other stockholders. Furthermore, a
stockholder’s investment may be adversely affected to the extent that we pay the costs of settlement and
damage awards against directors and officers. There is no pending litigation or proceeding involving any of
our directors, officers or employees for which indemnification is sought, and we are not aware of any
threatened litigation that may result in claims for indemnification.

Board Leadership Structure

Our Bylaws and corporate governance guidelines provide our board of directors with flexibility in its
discretion to combine or separate the positions of Chairperson of the board of directors and chief executive
officer. As a general policy, our board of directors believes that separation of the positions of Chairperson
and chief executive officer reinforces the independence of the board of directors from management, creates an
environment that encourages objective oversight of management’s performance and enhances the
effectiveness of the board of directors as a whole. We expect and intend the positions of Chairperson of the
board and chief executive officer to be held by two individuals in the future.

Risk Oversight

Our board of directors monitors our exposure to a variety of risks through our Audit Committee. Our
Audit Committee charter gives the Audit Committee responsibilities and duties that include discussing with
management and the independent auditors our major financial risk exposures and the steps management
has taken to monitor and control such exposures, including our risk assessment and risk management policies.
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Our Audit Committee is also responsible for monitoring and controlling exposures to cybersecurity risks
and discussing such risks with management.

Nomination of Directors

There have been no material changes to the procedures by which stockholders may recommend
nominees to our board of directors. Recommendations to the board of directors for election as directors of
Jaguar at an annual meeting may be made only by the Nominating Committee or by the Company’s
stockholders (through the Nominating Committee) who comply with the timing, informational, and other
requirements of our Bylaws. Stockholders have the right to recommend persons for nomination by submitting
such recommendation, in written form, to the Nominating Committee, and such recommendation will be
evaluated pursuant to the policies and procedures adopted by the board of directors. Such recommendation
must be delivered to or mailed to and received by the Secretary of the Company at the principal executive
offices not less than 90 days nor more than 120 calendar days prior to the first anniversary of the date the
preceding year’s annual meeting, except that if no annual meeting of stockholders was held in the preceding
year or if the date of the annual meeting of stockholders has been changed by more than 30 calendar days
from the date contemplated at the time of the preceding year’s proxy statement, the notice shall be received by
the Secretary at the Company’s principal executive offices not less than 150 calendar days prior to the date
of the contemplated annual meeting or the date that is 10 calendar days after the date of the first public
announcement or other notification to stockholders of the date of the contemplated annual meeting,
whichever first occurs. The deadline to submit recommendations for election as directors at the 2021 Annual
Meeting has already passed.

The Nominating Committee, in accordance with the board of directors’ governance principles, seeks to
create a board that has the ability to contribute to the effective oversight and management of the Company,
that is as a whole strong in its collective knowledge of and diversity of skills and experience with respect
to accounting and finance, management and leadership, vision and strategy, business judgment, biotechnology
industry knowledge, corporate governance and global markets. The Nominating Committee does not
currently have a policy with regard to the consideration of diversity in identifying director nominees. When
the Nominating Committee reviews a potential new candidate, the Nominating Committee looks
specifically at the candidate’s qualifications in light of the needs of the board of directors and the Company
at that time given the then current mix of director attributes.

General criteria for the nomination and evaluation of director candidates include:

¢ loyalty and commitment to promoting the long term interests of the Company’s stockholders;

* the highest personal and professional ethical standards and integrity;

* an ability to provide wise, informed and thoughtful counsel to top management on a range of issues;
+ a history of achievement that reflects superior standards for themselves and others;

* an ability to take tough positions in constructively-challenging the Company’s management while at
the same time working as a team player; and

+ individual backgrounds that provide a portfolio of personal and professional experience and
knowledge commensurate with the needs of the Company.

The Nominating Committee must also ensure that the members of the board of directors as a group
maintain the requisite qualifications under the applicable Nasdaq Stock Market listing standards for
populating the Audit, Compensation and Nominating Committees.

Written recommendations from a stockholder for a director candidate must include the following
information:

* the stockholder’s name and address, as they appear on our corporate books;
* the class and number of shares that are beneficially owned by such stockholder;
* the dates upon which the stockholder acquired such shares; and

* documentary support for any claim of beneficial ownership.
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Additionally, the recommendation needs to include, as to each person whom the stockholder proposes
to recommend to the Nominating Committee for nomination to election or reelection as a director, all
information relating to the person that is required pursuant to Regulation 14A under the Exchange Act, as
amended, and evidence satisfactory to us that the nominee has no interests that would limit their ability to
fulfill their duties of office.

Once the Nominating Committee receives a recommendation, it will deliver a questionnaire to the
director candidate that requests additional information about his or her independence, qualifications and
other information that would assist the Nominating Committee in evaluating the individual, as well as certain
information that must be disclosed about the individual in the Company’s proxy statement, if nominated.
Individuals must complete and return the questionnaire within the time frame provided to be considered for
nomination by the Nominating Committee.

The Nominating Committee will review the stockholder recommendations and make recommendations
to the board of directors that the Committee feels are in the best interests of the Company and its stockholders.

The Nominating Committee has not received any recommendations from stockholders for the Annual
Meeting.

Communications with the Board of Directors

Stockholders may contact an individual director or the board of directors as a group, or a specified
board committee or group, including the non-employee directors as a group, by the following means:

Mail: Attn: Board of Directors
Jaguar Health, Inc.
200 Pine Street, Suite 400
San Francisco, CA 94104

Email: AskBoard@jaguar.health

Each communication should specify the applicable addressee or addressees to be contacted as well as
the general topic of the communication. We will initially receive and process communications before
forwarding them to the addressee. We also may refer communications to other departments within the
Company. We generally will not forward to the directors a communication that is primarily commercial in
nature, relates to an improper or irrelevant topic, or requests the Company’s general information.

Complaint and Investigation Procedures for Accounting, Internal Accounting Controls, Fraud or Auditing
Matters

We have created procedures for confidential submission of complaints or concerns relating to accounting
or auditing matters and contracted with Nasdaq to facilitate the gathering, monitoring and delivering reports
on any submissions. As of the date of this report, there have been no submissions of complaints or
concerns to Nasdaq. Complaints or concerns about our accounting, internal accounting controls or auditing
matters may be submitted to the Audit Committee and our executive officers by contacting Nasdaq.
Nasdaq provides phone, internet and e-mail access and is available 24 hours per day, seven days per week,
365 days per year. The hotline number is 1-844-417-8861 and the website is https://www.openboard.info/
jagx. Any person may submit a written Accounting Complaint to jagx@openboard.info.

Our Audit Committee under the direction and oversight of the Audit Committee Chair will promptly
review all submissions and determine the appropriate course of action. The Audit Committee Chair has the
authority, in his discretion, to bring any submission immediately to the attention of other parties or
persons, including the full board of directors, accountants and attorneys. The Audit Committee Chair shall
determine the appropriate means of addressing the concerns or complaints and delegate that task to the
appropriate member of senior management, or take such other action as it deems necessary or appropriate
to address the complaint or concern, including obtaining outside counsel or other advisors to assist the Audit
Committee.
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EXECUTIVE OFFICERS

Our executive officers as of the date of this proxy statement are as follows:

Name Age Position

Lisa A. Conte 62 Chief Executive Officer, President and Director

Steven R. King, Ph.D. 63 Chief of Sustainable Supply, Ethnobotanical Research
and Intellectual Property and Secretary

Carol R. Lizak 57 Chief Financial Officer

Jonathan S. Wolin 59 Chief of Staff, General Counsel and Chief Compliance
Officer

Set forth below is a summary of the business experience of our Chief of Sustainable Supply,
Ethnobotanical Research and Intellectual Property and Secretary, Steven R. King, our Chief Financial
Officer, Carol R. Lizak, and our Chief of Staff and General Counsel, Jonathan S. Wolin. Our Chief Executive
Officer’s biography has been provided above.

Steven R. King, Ph.D. Dr. King has served as our Executive Vice President of Sustainable Supply,
Ethnobotanical Research and Intellectual Property since March 2014 and as our Secretary since
September 2014. He was promoted to Chief of Sustainable Supply, Ethnobotanical Research and Intellectual
Property in March 2020. From 2002 to 2014, Dr. King served as the Senior Vice President of Sustainable
Supply, Ethnobotanical Research and Intellectual Property at our wholly-owned subsidiary, Napo
Pharmaceuticals, Inc. Prior to that, Dr. King served as the Vice President of Ethnobotany and Conservation
at Shaman Pharmaceuticals, Inc. Dr. King has been recognized by the International Natural Products and
Conservation Community for the creation and dissemination of research on the long-term sustainable harvest
and management of Croton lechleri, the widespread source of crofelemer. Dr. King is currently a member
of the board of directors of Healing Forest Conservatory, a California not-for-profit public benefit
corporation. Dr. King holds a Ph.D. in Biology from the Institute of Economic Botany of the New York
Botanical Garden and an M.S. in Biology from the City University of New York.

Carol R. Lizak. Ms. Lizak has served as our Chief Financial Officer since April 2021. She joined the
Company in May 2019 as Vice President of Finance and Corporate Controller and was promoted to Chief
Accounting Officer in August 2019 and Senior Vice-President of Finance and Chief Accounting Officer in
March 2020. Prior to joining us, Ms. Lizak served as Senior Director and Corporate Controller of Zosano
Pharma Corporation from November 2017 to January 2019, as Controller of Quantum Secure, Inc. from
July 2016 to August 2017, and as Executive Director, Corporate Controller of Alexza Pharmaceuticals,

Inc. from September 2014 to July 2016. Prior thereto, she spent nine years as Corporate Controller of a
subsidiary of HID Global Corporation. Ms. Lizak holds an M.B.A from Pepperdine University, Graziadio
School of Business and Management and a B.S. in Business Administration from the University of Santo
Tomas.

Jonathan S. Wolin.  Mr. Wolin has served as our Chief of Staff and General Counsel since September 4,
2019. He joined the Company in November 2018 as Chief Compliance Officer and Corporate Counsel of
the Company and continues to serve as Chief Compliance Officer. Prior to joining the Company, Mr. Wolin
served as an independent consultant advising clients on corporate compliance from June 2017 to
November 2018, as Chief Administrative Officer of Braden Partners (d/b/a Pacific Pulmonary Services)
from September 2016 to May 2017, as Chief Compliance Officer of Natera, Inc. from June 2015 to
August 2016, and as Chief Compliance Officer of Braden Partners from September 2013 to May 2015.

Mr. Wolin holds a J.D. from The Catholic University of America, Columbus School of Law, an M.B.A. from
The George Washington University — School of Business and a B.S. in Accounting from the University
of Maryland.

Officers serve at the discretion of the board of directors. There are no family relationships among any
of our executive officers or among any of our executive officers and our directors. There is no arrangement
or understanding between any executive officer and any other person pursuant to which the executive
officer was selected.
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COMPENSATION OF DIRECTORS AND EXECUTIVE OFFICERS

Summary Compensation Table (2020 and 2019)

The total compensation paid to the Company’s Principal Executive Officer and its two highest
compensated executive officers other than the Principal Executive Officer, respectively, for services rendered
in 2020 and 2019, as applicable, is summarized as follows:

All other
Option compensation
Year  Salary ($) Bonus($) awards ($)© @@ Total ($)
LisaA.Conte . . ................. 2020 500,000 — 874,451 25,213 1,399,664
President and Chief Executive 2019 500,000 — 917,935 15,230 1,433,165
Officer
Steven R. King, Ph.D. ... ... ....... 2020 300,000 — 300,073 32,228 632,301
Chief, Sustainable Supply, 2019 291,931 — 305,010 31,736 628,677
Ethnobotanical Research and
Intellectual Property
Jonathan Wolin . ................ 2020 306,750 — 172,334 29,762 508,846
Chief of Staff, General Counsel 2019 270,133 — 88,332 22,930 381,395

and Chief Compliance Officer

Footnotes to Summary Compensation Table

(1) Represents the dollar amounts recognized for financial statement reporting purposes with respect to
the fiscal year (for stock option awards) determined under FASB ASC Topic 718. On June 3, 2019, the
Company filed the Certificate of Fifth Amendment to its Third Amended and Restated Certificate
of Incorporation with the Secretary of State of the State of Delaware to effect a 1-for-70 reverse split
of the Company’s voting common stock, effective June 7, 2019. The reverse split has been retrospectively
reflected in the following options held by each executive officer as of December 31, 2020:

a.

Ms. Conte — an aggregate of 1,279,972 shares were granted as follows: 153 shares granted

April 1, 2014, 81 shares granted July 2, 2015, 108 shares granted July 7, 2015, 66 shares granted
April 1, 2016 which became effective at the annual stockholders’ meeting of June 14, 2016, 303
shares granted September 22, 2016, 16 shares granted December 19, 2016, 272 shares granted
December 21, 2017, 3,093 shares granted on March 12, 2018, 6,399 shares granted on June 1, 2018,
and 1,042,052 shares granted on July 24, 2019. On March 20, 2020, Ms. Conte was granted
227,429 shares at an exercise price of $0.45. The weighted average exercise price of all of Ms. Conte’s
option grants is $5.38.

Dr. King — an aggregate of 426,839 shares were granted as follows: 89 shares granted April 1,
2014, 47 shares granted July 2, 2015 which became effective at the annual stockholders’ meeting of
June 14, 2016, 27 shares granted April 1, 2016 which became effective at the annual stockholders’
meeting of June 14, 2016, 22 shares granted September 22, 2016, 4 shares granted December 19,
2016, 91 shares granted December 21, 2017, 1,265 shares granted on March 12, 2018, 2,133

shares granted on June 1, 2018, and 347,351 shares granted on July 24, 2019. On March 20, 2020,
Dr. King was granted 75,810 shares at an exercise price of $0.45. The weighted average exercise price
of all of Dr. King’s option grants is $5.53.

Mr. Wolin — an aggregate of 362,299 shares were granted as follows: 1,429 shares granted
November 28, 2019, 260,513 shares granted on July 24, 2019, and 41,500 shares granted on
September 5, 2019. On March 20, 2020, Mr. Wolin was granted 56,857 shares at an exercise price
of $0.45. The weighted average exercise price of all of Mr. Wolin’s options grants is $1.58.

All of the April 1, 2014 option grants vested 25% on January 1, 2015 (nine months from grant
date), with the remainder vesting equally over the following 27 months such that the options are
vested in full on April 1,2017. All of the July 2, 2015 options were granted contingent upon approval
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of the Company’s stockholders at the June 14, 2016 annual stockholders’ meeting and vest 1/36™
per month beginning one month after grant date, with the remainder vesting equally over the
following 35 months such that the option is vested in full on July 2, 2018. Ms. Conte’s July 7, 2015
option was likewise granted contingent upon approval of the Company’s stockholders at the

June 14, 2016 annual stockholders’ meeting and vests 1/36'™ per month beginning one month after
grant date, with the remainder vesting equally over the following 35 months such that the option
is vested in full on July 7, 2018. All of the options granted on April 1, 2016 which became effective
at the annual stockholders’ meeting of June 14, 2016, September 22, 2016, December 19, 2016
vest 1/36™ per month beginning one month after grant, with the remainder vesting equally over
the following 35 months such that the option is vested in full on December 19, 2019. All of the
December 21, 2017 options grants vested in full as of March 31, 2018 if the option holder was an
employee on that date. All of the March 12, 2018 options grants vest 1/36™ per month beginning
one month after grant, with the remainder vesting equally over the following 35 months such that
the option is vested in full on March 12, 2021. All of the June 1, 2018 options grants vest 1/36'"
per month beginning one month after grant, with the remainder vesting equally over the following
35 months such that the option is vested in full on June 1, 2021.All of the July 24, 2019 option
grants vest 1/36™ per month over thirty-six months with additional vesting credited to an employee
at a rate of 1/36 for every year of service at time of grant. The options will vest in full on July 24,
2022. All of the March 20, 2020 option grants vest 1/36™ per month over thirty-six months with
additional vesting credited to an employee at a rate of 1/36 for every year of service at time of
grant. The options will vest in full on March 19, 2023.

(2) Amounts shown in this column reflect incremental health insurance premiums paid for such executive’s
family members.

Narrative to Summary Compensation Table

Understanding our history is key to the understanding of our compensation structure for 2019 and
2020. After our initial public offering closed on May 18, 2015, the executive officers of privately-held Jaguar
Health, Inc. (f/k/a Jaguar Animal Health, Inc.) became our named executive officers.

Base Salary

Effective May 1, 2018, the Compensation Committee increased Ms. Conte’s annual base salary from
$440,000 to $500,000 and Dr. King’s annual base salary from $280,500 to $290,317, and on November 1,
2019, Dr. King’s annual base salary was increased from $290,317 to $300,000. Effective April 1, 2021, the
Compensation Committee increased Ms. Conte’s annual base salary from $500,000 to $535,700 and Dr. King’s
annual base salary from $300,000 to $311,900. Mr. Wolin was hired on November 28, 2018 with an annual
base salary of $260,000. On September 6, 2019, we entered into a promotion letter with Mr. Wolin, pursuant
to which his base salary was increased to $280,800, effective September 1, 2019. His annual base salary was
increased to $300,000 and $309,000 effective November 1, 2019 and April 1, 2020, respectively. Effective
April 1, 2021, the Compensation Committee increased Mr. Wolin’s annual base salary from $309,000 to
$344,800.

Equity Compensation

Ms. Conte and Dr. King received stock option grants at the time they were hired by privately-held
Jaguar Animal Health, Inc. Such options generally vest over time, with 25% of the options vesting after
nine months of employment and monthly vesting thereafter with full vesting after three years. Mr. Wolin
received stock option grants with a similar vesting schedule at the time they were hired by us. The board of
directors periodically grants additional options to the current named executive officers that typically vest
ratably over a three-year period.

All stock options and RSUs issued to our current named executive officers vest and become exercisable
upon a change in control.
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Outstanding Equity Awards at 2020 Fiscal Year End

The following table provides information regarding outstanding equity awards held by our named
executive officers as of December 31, 2020.

Number of Securities

(\)’gst:ﬁ:lgs Underlyi(l)llg) tglrllzxercised Option Stock Option
Commencement exercise expiration
Date Exercisable  Unexercisable price date

LisaA.Conte . ................. 4/1/2014 153 —M$2661.75 4/1/2024
7/2/2015 81 —@ § 5344.50 7/2/2025

7/7/2015 108 —® % 5,082.00 71712025

4/1/2016 66 —@ % 1,659.00 4/1/2026

9/22/2016 303 — ) $ 1,312.50  9/22/2026

12/19/2016 16 —© §  777.00 12/19/2026

12/21/2017 272 —D 12957 12/21/2027

3/12/2018 3,093 —® ¢ 588.00  3/12/2028

6/1/2018 5,688 7119 $  190.86 6/1/2028

7/24/2019 636,809 405,24319 g 1.73  7/24/2029

3/20/2020 56,857 170,5724Y g 0.45  3/20/2030

Steven R. King, Ph.D. .. ... ....... 4/1/2014 89 —M§ 2,661.75 4/1/2024
7/2/2015 47 — @ $5,344.505 7/2/2025

4/1/2016 27 — @ $1,659.00 4/1/2026

9/22/2016 22 —O $ 1,312.50  9/22/2026

12/19/2016 4 —© §  11.10 12/19/2026

12/21/2017 91 —D 12957  12/21/2027

3/12/2018 1,265 —® ¢ 588.00 3/12/2028

6/1/2018 1,896 237§ 190.86 6/1/2028

7/24/2019 212,270 135,08119 3 1.73  7/24/2029

3/20/2020 18,952 56,8580 § 0.45  3/20/2023

Jonathan Wolin .. .............. 11/28/2018 992 437 S 30.80 11/28/2028
7/24/2019 130,256 130,25719 3 1.73  7/24/2029

9/5/2019 18,125 2537512 § 1.20 9/5/2029

3/20/2020 14,214 42,6430 g 0.45 03/20/2033

(1) OnJanuary 1, 2015, 25% of each of such named executive officer’s shares vested and became exercisable.
The remainder of the shares were vested in approximately equal monthly installments through
April 1, 2017, subject to continued service with us through each relevant vesting date.

2

A3)

The shares were granted on July 2, 2015 contingent upon the approval of the stockholders at the

June 14, 2016 annual stockholders’ meeting and vest 1/36™ per month beginning one month after grant
date, with the remainder vested equally over the following 35 months such that the option was fully
vested on July 2, 2018, subject to continued service with us through each relevant vesting date.

The shares were granted on July 7, 2015 contingent upon the approval of the stockholders at the

June 14, 2016 annual stockholders’ meeting and vested 1/36'" per month beginning one month after
grant date, with the remainder vested equally over the following 35 months such that the option was fully
vested on July 7, 2018, subject to continued service with us through each relevant vesting date.
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(4) The options were granted on April 1, 2016, which became effective at the annual stockholders’ meeting
of June 14, 2016, and vest 1/36™ per month beginning one month after grant, with the remainder
vesting equally over the following 35 months such that the option is vested in full on April 1, 2019,
subject to continued service with us through each relevant vesting date.

(5) The options were granted on September 22, 2016 and vest 1/36'" per month beginning one month after
grant, with the remainder vesting equally over the following 35 months such that the option is vested
in full on September 22, 2019, subject to continued service with us through each relevant vesting date.

(6) The options were granted on December 19, 2016 and vest 1/36'™ per month beginning one month after
grant, with the remainder vesting equally over the following 35 months such that the option is vested
in full on December 19, 2019, subject to continued service with us through each relevant vesting date.(10)

(7) The options were granted on December 21, 2017 and vest 100% on March 31, 2018 if the officer is an
employee as of such date.

(8) The options were granted on March 12, 2018 and vest 1/36"™ per month over thirty-six months such
that the option is vested in full on March 12, 2021, subject to continued service with us through each
relevant vesting date.

(9) The options were granted on June 1, 2018 and vest 1/36™ per month over thirty-six months such that
the option is vested in full on June 12, 2021, subject to continued service with us through each relevant
vesting date.

(10) The options that were granted on July 24, 2019 vest 1/36™ per month over thirty-six months with
additional vesting credited to an employee at a rate of 1/36 for every year of service at time of grant.
The option will vest in full on July 24, 2022.

(11) The options that were granted on March 20, 2020 vest 1/36th per month over thirty-six months with
additional vesting credited to an employee at a rate of 1/36 for every year of service at time of grant. The
option will vest in full on March 20, 2023.

(12) The options that were granted on September 5, 2019 vest 1/36th per month over thirty-six months with
additional vesting credited to an employee at a rate of 1/36 for every year of service at time of grant.
The option will vest in full on September 5, 2023.

Executive Employment Agreements

Lisa A. Conte

In March 2014, we entered into an offer letter with Ms. Conte to serve as our Chief Executive Officer,
effective March 1, 2014, in an at-will capacity. Under this offer letter, Ms. Conte’s annual base salary is
$400,000, she is eligible for an annual target bonus of 30% of her base salary. Effective June 15, 2015, our
board of directors has reviewed the terms of Ms. Conte’s employment arrangement in connection with its
annual compensation review, and has adjusted Ms. Conte’s base salary to $440,000. Ms. Conte is entitled to
participate in all employee benefit plans, including group health care plans and all fringe benefit plans.
Effective May 1, 2018, the Compensation Committee adjusted Ms. Conte’s base salary to $500,000. Effective
May 14, 2018, Ms. Conte was eligible for annual target bonus of 40% of her base salary. Effective April 1,
2021, the Compensation Committee adjusted Ms. Conte’s base salary to $535,700.

Steven R. King, Ph.D.

In February 2014, we entered into an offer letter with Dr. King to serve as our Executive Vice President,
Sustainable Supply, Ethnobotanical Research and Intellectual Property, effective March 1, 2014, in an at-
will capacity. Under the offer letter, Dr. King’s annual base salary is $255,000, he is eligible for an annual target
bonus of 30% of his base salary, and he is eligible to participate in the employee benefit plans we offer to
our other employees. Effective June 15, 2015, our board of directors has reviewed the terms of Dr. King’s
employment arrangement in connection with its annual compensation review, and has adjusted Dr. King’s
base salary to $280,500. Dr. King is entitled to participate in all employee benefit plans, including group health
care plans and all fringe benefit plans. Effective May 14, 2018, Dr. King was eligible for annual target
bonus of 40% of his base salary. His annual base salary was increased to $290,317, $300,000 and $311,900
effective May 1, 2018, November 1, 2019 and April 1, 2021, respectively.
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Jonathan S. Wolin

In November 2018, we entered into an offer letter with Mr. Wolin to serve as our Chief Compliance
Officer, effective November 28, 2018, in an at will capacity. Under the offer letter Mr. Wolin’s annual base
salary is $260,000, he is eligible to receive an annual target bonus of 40% of his base salary, and he is eligible
to participate in the employee benefit plans we offer to our other employees. On September 6, 2019, we
entered into a promotion letter with Mr. Wolin, pursuant to which his base salary was increased to $280,800,
effective September 1, 2019. His annual base salary was increased to $300,000, $309,000 and $344,800
effective November 1, 2019, April 1, 2020 and April 1, 2021, respectively.

Severance Arrangements with our Executive Officers

In June 2020, the Company entered into certain agreements relating to the payment of severance and
other benefits to certain executive officers of the Company (the “Severance Agreements”), including
Ms. Conte, Dr. King, Ms. Lizak and Mr. Wolin. The Severance Agreements provide for compensation and
benefits if the executive officer is subject to (a) a termination of employment by the Company without Cause
(as defined in the Severance Agreements) (other than death or disability) or (b) a Good Reason Termination
(as defined in the Severance Agreements), within three months following a change in control. The
compensation and benefits payable to the executive officer pursuant to the Severance Agreements are as
follows:

» Severance payment in an amount equal to twelve months of the executive officer’s base salary, which
amount will be payable, in the Company’s discretion, as a lump sum or in equal installments over
twelve months (the “Severance Period”), consistent with the Company’s normal payroll practices.

» Payment of premiums for any Consolidated Omnibus Budget Reconciliation Act continuation
coverage under the Company’s group health plan for twelve months following the termination of
employment.

+ All unvested stock options and restricted stock units will accelerate and become fully vested as of the
date of termination of employment and the executive officer will be entitled to exercise any of his
or her vested stock options until the one-year anniversary of the termination of employment.

Each of the executive officer’s rights to receive benefits under the Severance Agreements is contingent
upon the executive officer’s execution of a release agreement.
Compensation of Directors

The following table summarizes the total compensation earned in 2019 and 2020 for the Company’s non-
management directors. Ms. Conte receives no additional compensation for her service as a director.

Fees Earned

or Paid Option
Year in Cash ($)  awards ($)®  Total ($)
James J. Bochnowski . ........... ... . . . ... . . . ... ... 2020 — 259,210 259,210
2019 — 280,373 280,373
JohnMicek ITL . . . ... ... ... .. . .. .. . . .. 2020 — 149,635 149,635
2019 — 148,938 148,938
Greg L DIVIS . ... 2020 — 104,041 104,041
2019 — 69,858 69,858
Jonathan B. Siegel . ......... ... ... ... .. ... .. ... ... 2020 — 159,525 159,525
2019 — 101,012 101,012
Jeffery C. Johnson" . . ... ... ... .. ... 2020 — — —
2019 — 76,580 76,580
Murray David MacNaughtan® . ... .. ... ... ... ....... 2020 — — —
2019 — 69,858 69,858

Footnote to Compensation of Directors Table
(1) Mr. Johnson resigned from the board of directors effective February 21, 2020.
(2) Mr. MacNaughtan resigned from the board of directors effective February 21, 2020.
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(3) Represents the dollar amounts recognized for financial statement reporting purposes with respect to
the fiscal year (for stock option awards) determined under FASB ASC Topic 718. The aggregate number
of options held by each non-management director officer as of December 31, 2020 was as follows:

Mr. Bochnowski holds an aggregate of 258,670 options (38 options granted in fiscal year 2014, 19
options granted in fiscal year 2015, 98 options granted in fiscal year 2016, 4,619 options granted in fiscal
year 2018 and 208,410 options granted in fiscal year 2019). Mr. Bochnowski was granted 45,486
options in March 2020; Mr. Micek III holds an aggregate of 150,857 options (102 options granted
fiscal year 2016, 2,649 options granted fiscal year 2018 and 121,573 options granted in fiscal year 2019).
Mr. Micek was granted 26,533 options in March 2020; Mr. Divis holds an aggregate of 149,604
options (1,498 options granted fiscal year 2018 and 121,573 options granted in fiscal year 2019).

Mr. Divis was granted 26,533 options in March 2020.; and Mr. Siegel holds an aggregate of 255,394
options (1,498 options granted fiscal year 2018 and 208,410 options granted in fiscal year 2019. Mr. Siegel
was granted 45,486 options in March 2020.
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CERTAIN RELATIONSHIPS AND RELATED PERSON TRANSACTIONS

The following includes a summary of transactions since January 1, 2019, to which we have been a party
in which the amount involved exceeded or will exceed the lesser of (i) $120,000 and (ii) one percent (1%) of
the average of our total assets at year-end for the prior two fiscal years, and in which any of our directors,
executive officers or beneficial owners of more than 5% of our capital stock or any member of the immediate
family of any of the foregoing persons had or will have a direct or indirect material interest. Compensation
arrangements for our directors and executive officers are described in our annual proxy statement on
Schedule 14A.

Transactions with Sagard

On May 29, 2019, the Company entered into a securities purchase agreement with Sagard Capital
Partners, L.P. (“Sagard”), pursuant to which the Company issued to Sagard a promissory note in the
principal amount of $500,000 (as amended, the “Sagard Note”) and a 5-year warrant (the “Sagard Warrant”)
to purchase 187,500 in shares of the Company’s common stock (the “Sagard Warrant Shares”). The
Sagard Note bore interest at the rate of 12% per annum and was scheduled to mature on July 31, 2019. On
July 23, 2019, the Company entered into a payoff letter with Sagard, pursuant to which the Company paid
Sagard $508,712 in cash to repay in full the Sagard Note, including interest accrued thereon.

On May 30, 2019, in consideration for the consent and waiver by Sagard to the Company’s guarantee
of Napo’s obligations under the Existing Notes (as defined below) and the transactions contemplated in the
Exchange Agreement (defined below) and Security Agreements (defined below), the Company agreed to
pay Sagard a consent fee in an amount equal to $250,000, which was paid in July 2019.

On September 1, 2020, the Company entered into the Stock Plan Agreement for Payment of Consulting
Services with Sagard Capital Partners Management Corp. (“SCPM”) and Sagard, pursuant to which the
Company agreed to issue Sagard 2,289,474 shares of Common Stock in full satisfaction of all amounts owed
by the Company to SCPM for services rendered by SCPM to the Company under the Management
Services Agreement, dated March 23, 2018, by and between the Company and SCPM.

At the time of the above-referenced transactions, Sagard held in excess of 5% of our outstanding
shares of Common Stock on an as-converted basis.

Transactions with CVP and Its Affiliates

In January through May 2019, the Company entered into exchange agreements with Chicago Venture
Partners L.P. (“CVP”), pursuant to which the Company issued 395,970 shares of Common Stock in the
aggregate to CVP in exchange for the elimination of approximately $6.4 million in the principal amount of
secured promissory notes which bear interest at a rate of 8% per annum.

On May 28, 2019, the Company and Napo entered into an exchange agreement (the “Exchange
Agreement”) with CVP, the holder of $10.5 million outstanding aggregate amount of convertible promissory
notes issued by Napo pursuant to the Amended and Restated Note Purchase Agreement, dated March 31,
2017, by and between Napo, Kingdon Associates, M. Kingdon Offshore Master Fund L.P., Kingdon Family
Partnership, L.P., and Kingdon Credit Master Fund L.P. (collectively, the “Existing Notes”). Pursuant to
the Exchange Agreement, CVP exchanged the Existing Notes for a secured promissory note in the original
principal amount of $10,535,900 the (“Exchange Note 1”) and a secured promissory note in the original
principal amount of $2,296,926 (“Exchange Note 2” and together with Exchange Note 1, the “Exchange
Notes”). The Exchange Notes bear interest at the rate of 10% per annum and mature on December 31, 2020.
The outstanding balance of Exchange Note 2 is equal to the exchange fee that the Company agreed to pay
CVP in consideration of certain accommodations granted to the Company and Napo, including but not
limited to the extension of the maturity dates of the Existing Notes and the legal and other fees incurred
by CVP in connection with the effectuation of the transactions contemplated under the Exchange Agreement.

On May 28, 2019, CVP also entered into security agreements with the Company (the “Jaguar Security
Agreement”) and Napo (the “Napo Security Agreement”, and together with the Jaguar Security Agreement,
the “Security Agreements”), pursuant to which CVP received (i) a security interest in substantially all of
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the Company’s assets as security for the Company’s obligations under Exchange Note 2 and (ii) a security
interest in substantially all of Napo’s assets as security for Napo’s obligations under Exchange Note 1 and
Exchange Note 2.

Between May 2019 and July 2019, the Company and CVP entered into note exchange agreements
pursuant to which the Company made prepayments of principal and related accrued interest of $6,154,366
and $89,809, respectively, in lieu of making cash payments to CVP on Exchange Note 1, by issuing 1,119,440
shares of the Company’s common stock to CVP.

On March 4, 2020, the Company sold to Iliad Research and Trading, L.P., a Utah limited partnership
affiliated with CVP (“Iliad”) a royalty interest entitling Iliad to $500,000 of future royalties on sales of
Mytesi® (crofelemer) and certain up-front license fees and milestone payments from licensees and/or
distributors for an aggregate purchase price of $350,000.

On April 15, 2020, Napo entered into a patent purchase agreement with Atlas Sciences, LLC (“Atlas™),
an affiliate of CVP, pursuant to which Atlas agreed to purchase certain patents and patent applications (the
“Patent Rights”) relating to Napo’s NP-500 drug product candidate (the “Sale”) for an upfront cash
payment of $1.5 million. Concurrently with the Sale, the Company entered into a license agreement with
Atlas (as amended on July 30, 2020, the “License Agreement”), pursuant to which Atlas granted the Company
an exclusive 10-year license to use the Patent Rights and improvements thereon to develop and
commercialize NP-500 in all territories worldwide except greater China, inclusive of the right to sublicense NP-
500 development and commercialization rights. As consideration for such license, the Company is obligated
to initiate a proof of concept Phase 2 study of NP-500 under an investigational new drug (“IND”)
application with the U.S. Food and Drug Administration or an IND-equivalent dossier under appropriate
regulatory authorities (the “Phase 2 study”) within six months of April 15, 2020. If the Company fails to
initiate the Phase 2 study by this date for any reason, including the timely receipt of adequate funding to
initiate the Phase 2 study, the Company will incur a trial delay fee equal to $2,515,000 (the “Trial Delay Fee™),
which amount is payable monthly over a period of approximately ten months. On October 7, 2020, the
Company entered into a fee settlement agreement Atlas, pursuant to which the Company issued to Atlas
(1) 2,000,000 shares of Common Stock (the “Settlement Shares”) and (ii) pre-funded warrants to purchase
6,218,954 shares of Common Stock (the “Settlement Warrants” and, together with the Settlement Shares and
the shares of Common Stock underlying the Settlement Warrants, the “Settlement Securities”) as complete
settlement and satisfaction of the Trial Delay Fee for an effective offering price of $0.306 per share, which
equals the Minimum Price as defined under Nasdaq Listing Rule 5635(d).

On September 1, 2020, the Company entered into an exchange agreement with Iliad, the holder of
5,524,926 shares (the “Original Shares”) of the Company’s Series A Convertible Participating Preferred
Stock, par value $0.0001 per share (the “Series A Preferred Stock™), pursuant to which the Company and
Iliad agreed to exchange the Original Shares for (i) 842,500 shares (the “Series C Preferred Shares”) of the
Company’s Series C Perpetual Preferred Stock, par value $0.0001 per share (the “Series C Preferred Stock™)
and (ii) 842,500 shares (the “Series D Preferred Shares” and, together with the Series C Preferred Shares,
the “Exchange Shares”) of the Company’s Series D Perpetual Preferred Stock, par value $0.0001 per share
(the “Series D Preferred Stock™).

Between October 8, 2020 and December 28, 2020, the Company entered into privately negotiated
exchange agreements with Iliad, pursuant to which the Company issued 24,343,751 shares of Common
Stock and pre-funded warrants to purchase 7,057,692 shares of Common Stock in the aggregate at an
effective price per share equal to the market price (defined as the Minimum Price under Nasdaq Listing
Rule 5635(d)) in exchange for 1,718,159 Exchange Shares (collectively, the “Preferred Exchange
Transactions”). As a result of the Preferred Exchange Transactions, no Series C Preferred Shares or
Series D Preferred Shares remain outstanding.

Between September 23, 2020 and January 4, 2021, the Company entered into privately negotiated
exchange agreements with CVP, pursuant to which we issued 22,885,330 shares of Common Stock in the
aggregate at an effective price per share equal to the market price (defined as the Minimum Price under
Nasdaq Listing Rule 5635(d)) in exchange for a $7,791,619 reduction in the outstanding balance of the
Exchange Notes (collectively, the “Note Exchange Transactions™). As a result of the Note Exchange
Transactions, as of January 4, 2021, the Exchange Notes have been repaid in full and are no longer
outstanding.
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On October 8§, 2020, the Company sold to Iliad a royalty interest (the “October 2018 Royalty Interest”)
entitling [liad to $18 million of future royalties on sales of Mytesi® (crofelemer) and certain up-front license
fees and milestone payments from licensees and/or distributors for an aggregate purchase price of $6 million.

On December 22, 2020, the Company sold to Irving Park Capital, LLC, an affiliate of CVP (“IPC”), a
royalty interest entitling IPC to $12 million of future royalties on sales of Mytesi® (crofelemer) and certain up-
front license fees and milestone payments from licensees and/or distributors for an aggregate purchase
price of $6 million.

On January 19, 2021, the Company and Napo issued a secured promissory note in the aggregate
principal amount of $6,220,813 to Streeterville Capital, LLC, an affiliate of CVP (“Streeterville”), which
note bears interest at 3.25% per annum and matures on January 20, 2025.

On March 8, 2021, the Company sold to Streeterville a royalty interest entitling Streeterville to
$10 million of future royalties on sales of Mytesi® (crofelemer) for the prophylaxis and/or symptomatic
relief of inflammatory diarrhea and certain up-front license fees and milestone payments from licensees
and/or distributors for an aggregate purchase price of $5 million.

At the time of certain of the above-referenced transactions, CVP and its affiliates held in excess of 5%
of our outstanding shares of Common Stock.

Transactions with Oasis Capital

In January through March of 2019, the Company issued 194,760 shares of Common Stock to Oasis
Capital pursuant to a common stock purchase agreement, dated January 7, 2019, between the Company
and Oasis Capital (the “January CSPA”), of which 4,285 shares of Common Stock were issued to Oasis
Capital as an inducement to enter into the January CSPA and the remaining 190,476 shares were issued in a
primary offering consisting of an equity line of credit at a fixed price of $52.50 per share or such other
price agreed upon between the Company and Oasis Capital from time to time.

On March 24, 2019, the Company entered into a securities purchase agreement with Oasis Capital,
pursuant to which the Company issued and sold in a registered public offering by the Company directly to
Oasis Capital an aggregate of 19,019 shares of Common Stock at an offering price of $14.00 per share for
gross proceeds of approximately $266,266 before deducting the placement agent fee and related offering
expenses.

On April 5, 2019, the Company issued 4,842 shares of Common Stock to Oasis Capital pursuant to a
common stock purchase agreement, dated April 1, 2019, between the Company and Oasis Capital (the “April
CSPA”), which shares were offered and sold in a primary offering consisting of an equity line of credit at a
price of $20.65 per share. The April CSPA was cancelled on June 14, 2019.

On November 13, 2019, the Company entered into a securities purchase agreement with Oasis Capital,
pursuant to which the Company issued and sold, in a registered public offering by the Company directly to
Oasis Capital, pre-funded warrants to purchase up to 2,222,223 shares (the “Pre-Funded Warrant Shares”) of
Common Stock at an offering price of $0.80 per share (the “Pre-Funded Warrants™), which when added
together with the exercise price of $0.01 per share, equaled the Minimum Price as defined under Nasdaq
Listing Rule 5635(d).

On December 23, 2019, the Company entered into an exchange agreement with Oasis Capital, pursuant
to which Oasis Capital exchanged the remaining Pre-Funded Warrants exercisable for 1,236,223 shares of
Common Stock and 695,127 Pre-Funded Warrant Shares currently held by Oasis Capital (collectively, the
“Exchange Securities”) for 10,165 shares (the “Series B-2 Preferred Shares”) of the Company’s newly
authorized Series B-2 Convertible Preferred Stock pursuant to Section 3(a)(9) of the Securities Act (the
“Exchange Transaction”). No additional shares of Common Stock were issued to Oasis Capital in the
Exchange Transaction, and the number of shares of Common Stock underlying the Exchange Securities is
equal to the number of shares of Common Stock underlying the Series B-2 Preferred Shares. On October 6,
2020, the Company entered into an exchange agreement with Oasis Capital, pursuant to which the
Company and Oasis Capital agreed to exchange 790 Series B-2 Preferred Shares for 500,186 shares of
Common Stock. Oasis Capital exercised its right to convert the remaining Series B-2 Preferred Shares into
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shares of Common Stock in accordance with the terms of such Series B-2 Preferred Shares on January 17,
2020 and December 23, 2020, such that no Series B-2 remain outstanding.

On March 24, 2020, the Company entered into an equity purchase agreement (the “ELOC Purchase
Agreement”) with Oasis Capital which provides that, upon the terms and subject to the conditions and
limitations set forth therein, Oasis Capital is committed to purchase up to an aggregate of $2.0 million of
shares of Common Stock over the 36-month term of the ELOC Purchase Agreement.

On May 12, 2020, the Company and Napo, entered into an accounts receivable purchase agreement (as
amended, the “A/R Purchase Agreement”) with Oasis Capital, pursuant to which Oasis Capital may from
time to time in its discretion purchase accounts receivable of the Company or Napo on a recourse basis at a
purchase price equal to 37.5% of the face amount of each of the purchased accounts (“A/R Purchase
Price”). With respect to a purchased account, in the event Purchaser receives more than an amount equal to
the sum of (i) the face amount of such purchased account multiplied by 0.0545 and (ii) the A/R Purchase
Price from collection on such purchased account, then Oasis Capital will return any such excess overage
amount to Company or Napo, as applicable, within five days after Purchaser’s receipt thereof. Between
May 12, 2020 and December 3, 2021, Oasis Capital has purchased accounts receivable with an aggregate
face amount of $8.0 million for an aggregate purchase price of $7.2 million, which purchases were effectuated
pursuant to assignment agreements entered into between Napo and Oasis Capital from time to time.

On April 7, 2021, the Company entered into an amendment (the “ELOC Amendment”) to the ELOC
Purchase Agreement with Oasis Capital, pursuant to which the parties agreed to increase (i) the purchase
price per share of Common Stock issuable under the ELOC Purchase Agreement from $0.436 to $3.00 and
(i1) the threshold trading price of the Common Stock for conducting sales under the ELOC Purchase
Agreement from $0.5014 to $3.45 per share. In consideration for Oasis Capital’s entry into the ELOC
Amendment, the Company issued Oasis Capital a common stock purchase warrant exercisable for 100,000
shares of Common Stock (the “ELOC Warrant”) with an exercise price per share equal to $1.87, the Minimum
Price (as defined under Nasdaq Listing Rules) on the date of the ELOC Amendment.

At the time of certain of the above-referenced transactions, Oasis Capital held in excess of 5% of our
outstanding shares of Common Stock.

Transactions with Ionic Ventures, LLC

On July 23, 2019, the Company issued 2,291 shares of Series B Preferred Stock, Series 1 warrants to
purchase 1,250,000 shares of Common Stock (“Series 1 Warrants™), and Series 2 warrants to purchase
1,250,000 shares of Common Stock (“Series 2 Warrants”) to Ionic Ventures, LLC (“Ionic”) as part of an
underwritten registered public offering (the “July 2019 Offering”).

On October 2, 2019, the Company entered into a warrant exercise agreement with Ionic, pursuant to
which Tonic exercised for cash all of its Series 1 Warrants in accordance with the existing terms of the Series 1
Warrants for gross proceeds of $1,750,000 in exchange for the Company’s issuance to Ionic of 63 shares
(the “Series B-1 Preferred Shares”) of the Company’s Series B-1 Preferred Stock, with a stated value of
$12,201 (the “Series B-1 Preferred Stock™), which Series B-1 Preferred Shares are convertible for 630,063
shares of Common Stock.

On March 24, 2020, the Company entered into a warrant exercise and preferred stock amendment
agreement (the “Amendment Agreement”) with Ionic, pursuant to which Ionic agreed to exercise in cash its
Series 2 Warrants at a reduced exercise price of $0.5227 per share for gross proceeds to the Company of
approximately $653,400. As further inducement to enter into the Amendment Agreement, the Company
agreed to reduce the conversion price of the Company’s Series B Preferred Stock (of which Ionic remains the
sole holder) from $2.00 to $0.4456.

At the time of certain of the above-referenced transactions, Ionic and its affiliates held in excess of 5%
of our outstanding shares of Common Stock.

Transactions with Bryan Ezralow

On April 3, 2019, the Company entered into securities purchase agreements with certain entities
controlled by Bryan Ezralow (the “Ezralow Entities”), pursuant to which the Company issued promissory
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notes in the aggregate principal amount of $1,000,000 (the “Ezralow Notes”) and 5-year warrants to
purchase 500,000 shares of the Company’s common stock (the “Ezralow Warrant Shares”) for an aggregate
purchase price of $1,000,000. The Ezralow Notes bore interest at the rate of 12% per annum and were
scheduled to mature on July 31, 2019. On July 23, 2019, the Company entered into payoff agreements with
the Ezralow Entities, pursuant to which the Ezralow Notes were cancelled in consideration for the Company’s
payment of $518,082 in cash and the application of an additional $518,082 in funds allocated for repayment
of the Ezralow Notes towards the purchase of units in the July 2019 Offering.

Mr. Ezralow held in excess of 5% of our outstanding shares of Common Stock on an as converted
basis following the consummation of the above-referenced transaction.

Transactions with Lisa A. Conte

Lisa A. Conte has served as our President, Chief Executive Officer and a member of our board of
directors since she founded the company in June 2013. On July 18, 2018, Ms. Conte purchased 21 shares of
common stock for an aggregate purchase price of $1,668.60. On June 4, 2019, the Company entered into a
securities purchase agreement with Ms. Conte, pursuant to which the Company issued a promissory note
in the principal amount of $100,000 (the “Conte Note”) and a 5-year warrant to purchase 37,500 shares of
the Company’s common stock (the “Conte Warrant Shares”) for an aggregate purchase price of $100,000.
The Conte Note bore interest at the rate of 12% per annum and was scheduled to mature on July 31, 2019.
On July 23, 2019, the Company entered into a payoff letter with Ms. Conte, pursuant to which the Company
paid Ms. Conte $101,610 in cash to repay in full the Conte Note, including interest accrued thereon.

Transactions with James J. Bochnowski

James J. Bochnowski has served as a member of our board of directors since February 2014 and as
Chairperson of our board since June 2014. On April 11, 2019, the Company entered into a securities
purchase agreement with Bochnowski Family Trust (the “Bochnowski Trust”), for which Mr. Bochnowski is
a co-trustee and beneficiary and shares voting and investment control over securities held in such trust,
pursuant to which the Company issued a promissory note in the principal amount of $350,000 (the
“Bochnowski Note”) and a 5-year warrant to purchase 218,750 shares of the Company’s common stock for
an aggregate purchase price of $350,000. The Bochnowski Note bore interest at the rate of 12% per
annum and was scheduled to mature on July 31, 2019. On July 23, 2019, the Company entered into a payoff
agreement with the Bochnowski Trust, pursuant to which the Bochnowski Note was cancelled in
consideration for the Company’s application of $361,161 in funds allocated for repayment of the Bochnowski
Note towards the purchase of units in the July 2019 Offering.

Transactions with Jonathan B. Siegel

Mr. Siegel has served as a member of our board of directors since March 2018. On May 31, 2019, the
Company entered into a securities purchase agreement with JBS Healthcare Ventures LLC (the “JBS”), for
which Mr. Siegel is the sole member, pursuant to which the Company issued promissory notes in the aggregate
principal amount of $75,000 (the “JBS Notes”) and 5-year warrants to purchase 34,375 shares of the
Company’s common stock (the “JBS Warrant Shares”) for an aggregate purchase price of $75,000. The JBS
Notes bore interest at the rate of 12% per annum and were scheduled to mature on July 31, 2019. On
July 23, 2019, the Company entered into a payoff agreement with the JBS, pursuant to which the JBS Notes
were cancelled in consideration for the Company’s payment of $50,821 in cash and the application of an
additional $25,410 in funds allocated for repayment of the JBS Notes towards the purchase of units in the
July 2019 Offering.

Transactions with Charles C. Conte

Charles C. Conte is the brother of Lisa A. Conte, who has served as our President, Chief Executive
Officer and a member of our board of directors since she founded the company in June 2013.

On March 24, 2020, the Company entered into a Landlord Letter of Credit Agreement with Charles
Conte (the “LC Facilitator”), pursuant to which the Company will pay the LC Facilitator an amount equal
to $10,000 per month as consideration for delivering to the landlord (the “Landlord”) of the Company’s
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office space located at 201 Mission Street, Suite 2375, San Francisco, California (the “Premises”), a standby,
unconditional, irrevocable, transferable letter of credit (the “Letter of Credit”), naming the Landlord as
beneficiary, as collateral for the full performance by the Company of all of its obligations under the office
lease agreement relating to the Premises. The Company also agreed to reimburse LC Facilitator up to $7,500
for reasonable out-of-pocket expenses incurred in establishing the Letter of Credit. The parties terminated
the Letter of Credit in October 2020.

Indemnification Agreements

We have entered into indemnification agreements with each of our directors and officers. These
agreements, among other things, require us or will require us to indemnify each director to the fullest extent
permitted by Delaware law, including indemnification of expenses such as expenses, judgments, penalties,
fines and amounts paid in settlement to the extent legally permitted incurred by the director or 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 officer.

DELINQUENT SECTION 16(A) REPORTS

Section 16(a) of the Exchange Act, and regulations of the SEC thereunder require our directors,
officers and persons who own more than 10% of our Common Stock, as well as certain affiliates of such
persons, to file initial reports of their ownership of our Common Stock and subsequent reports of changes
in such ownership with the SEC. Directors, officers and persons owning more than 10% of our Common
Stock are required by SEC regulations to furnish us with copies of all Section 16(a) reports they file. Based
solely on our review of the copies of such reports and amendments thereto received by us and written
representations from these persons that no other reports were required, we believe that during the fiscal year
ended December 31, 2020, our directors, officers and owners of more than 10% of our Common Stock
complied with all applicable filing requirements.
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AUDIT COMMITTEE REPORT

Management has primary responsibility for our financial statements and the overall reporting process,
including maintaining effective internal control over financial reporting and assessing the effectiveness of
our system of internal controls. The independent registered public accounting firm audits the annual financial
statements prepared by management, expresses an opinion as to whether those financial statements fairly
present our financial position, results of operations and cash flows in conformity with U.S. generally accepted
accounting principles, and discusses with the Audit Committee any issues it believes should be raised with
the Audit Committee. These discussions include a discussion of the quality, not just the acceptability, of the
accounting principles, the reasonableness of significant judgments, and the clarity of disclosures in the
financial statements. The Audit Committee monitors our processes, relying, without independent verification,
on the information provided to it and on the representations made by management and the independent
registered public accounting firm.

Mayer Hoffman McCann P.C. (MHM), our Company’s independent auditor for the year ended
December 31, 2020, is responsible for expressing an opinion on the fairness of the presentation of the
Company’s financial statements in conformity with accounting principles generally accepted in the United
States of America, in all material respects.

In this context, the Audit Committee has reviewed and discussed with management and MHM the
audited financial statements for the year ended December 31, 2020. The Audit Committee has discussed
with MHM the matters that are required to be discussed under the Public Accounting Oversight Board
Auditing Standard No. 1301 “Communications with Audit Committees”. MHM has provided to the Audit
Committee the written disclosures and the letter required by applicable requirements of the Public Company
Accounting Oversight Board’s Ethics and Independence rule 3526 “Communications with Audit Committees
Concerning Independence”, and the Audit Committee has discussed with MHM that firm’s independence.
The Audit Committee has concluded that MHM’s provision of audit and non-audit services to the Company
are compatible with MHM’s independence.

Based on the considerations and discussions referred to above, the Audit Committee recommended to
our Board of Directors that the audited financial statements for the year ended December 31, 2020 be
included in our Annual Report on Form 10-K. This report is provided by the following independent directors,
who comprise the Audit Committee:

Audit Committee:

John Micek 111, Chairperson
James J. Bochnowski
Jonathan B. Siegel

March 31, 2021
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STOCKHOLDER PROPOSALS FOR 2022 ANNUAL MEETING

In accordance with SEC Rule 14a-8, in order for stockholder proposals intended to be presented at the
2022 Annual Meeting of Stockholders to be eligible for inclusion in our proxy statement for such meeting,
they must be received by us at our executive offices in San Francisco, California, before December 18, 2021.
The board of directors has not determined the date of the 2022 Annual Meeting of the Company’s
Stockholders, but does not currently anticipate that the date will be changed by more than 30 calendar days
from the date of the 2021 Annual Meeting of Stockholders.

Stockholder proposals (including recommendations of nominees for election to the board of directors)
intended to be presented at the 2022 Annual Meeting of Stockholders, other than a stockholder proposal
submitted pursuant to SEC Rule 14a-8, must be received in writing at our principal executive office no earlier
than January 13, 2022 and no later February 12, 2022, in accordance with our bylaws. If the date of the
2022 Annual Meeting of Stockholders is scheduled for a date more than 30 days before or more than 60 days
after May 13, 2022, then such proposals must be received not later than the close of business on the later
of the 90th day prior to the scheduled date of the 2022 Annual Meeting or the 10th day following the day on
which public disclosure of the date of the 2022 Annual Meeting of Stockholders is first made, as set forth
in our bylaws.

AVAILABILITY OF ANNUAL REPORT TO STOCKHOLDERS AND REPORT ON FORM 10-K

A copy of our Annual Report, which includes certain financial information about the Company, is being
provided with this Proxy Statement. Copies of our Annual Report (exclusive of exhibits and documents
incorporated by reference) may also be obtained for free by directing written requests to: Jaguar Health, Inc.,
Attention: Jonathan S. Wolin, 200 Pine Street, Suite 400, San Francisco, CA 94104 (415.371.8300 phone).
Copies of exhibits and basic documents filed with the Annual Report or referenced therein will be furnished
to stockholders upon written request and payment of a nominal fee in connection with the furnishing of
such documents. You may also obtain the Annual Report over the Internet at the SEC’s website, www.sec.gov,
or at https://jaguarhealth.gcs-web.com/financial-information/annual-reports.

LIST OF THE COMPANY’S STOCKHOLDERS

A list of our stockholders as of April 12, 2021, the Record Date, will be available for inspection at our
corporate headquarters during normal business hours during the 10-day period prior to the Annual Meeting.
The list of stockholders will also be available for such examination at the Annual Meeting.

DELIVERY OF PROXY MATERIALS TO HOUSEHOLDS

Unless contrary instructions are received, we may send a single copy of the Annual Report, Proxy
Statement and Notice of Annual Meeting to any household at which two or more stockholders reside if we
believe the stockholders are members of the same family. Each stockholder in the household will continue to
receive a separate proxy card. This process is known as “householding” and helps reduce the volume of
duplicate information received at a single household, which reduces costs and expenses borne by us.

If you would like to receive a separate set of our annual disclosure documents this year or in future years,
follow the instructions described below and we will deliver promptly a separate set. Similarly, if you share
an address with another stockholder and the two of you would like to receive only a single set of our annual
disclosure documents, follow the instructions below:

1. If your shares are registered in your own name, please contact our transfer agent by writing to
them at American Stock Transfer & Trust Company, LLC, 6201 15" Ave., Brooklyn, NY 11219
(Attn: Jaguar Health, Inc. Representative), calling 1-800-937-5449, or emailing
help@astfinancial.com.

2. If a bank, broker or other nominee holds your shares, please contact your bank, broker or other
nominee directly.
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OTHER MATTERS THAT MAY COME BEFORE THE ANNUAL MEETING

Our board of directors knows of no matters other than those referred to in the accompanying Notice
of Annual Meeting of Stockholders which may properly come before the Annual Meeting. However, if any
other matter should be properly presented for consideration and voting at the Annual Meeting or any
adjournments or postponements thereof, it is the intention of the persons named as proxies on the enclosed
form of proxy card to vote the shares represented by all valid proxy cards in accordance with their judgment
of what is in the best interest of the Company.

By Order of the Board of Directors.

pAvI A

Lisa A. Conte
Chief Executive Officer & President

San Francisco, California
April 19, 2021
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ANNEX A

CERTIFICATE OF SEVENTH AMENDMENT TO THE
THIRD AMENDED AND RESTATED CERTIFICATE OF INCORPORATION OF
JAGUAR HEALTH, INC.

Jaguar Health, Inc., a corporation organized and existing under the laws of the State of Delaware (the
“Corporation”), hereby certifies that:

1. The name of the Corporation is Jaguar Health, Inc. The date of filing of the Corporation’s
original Certificate of Incorporation with the Secretary of State of the State of Delaware was June 6, 2013,
under the name Jaguar Animal Health, Inc.

2. This Certificate of Seventh Amendment to the Third Amended and Restated Certificate of
Incorporation was duly authorized and adopted by the Corporation’s Board of Directors and stockholders
in accordance with Section 242 of the General Corporation Law of the State of Delaware and amends
the provisions of the Company’s Third Amended and Restated Certificate of Incorporation.

3. The amendment to the existing Third Amended and Restated Certificate of Incorporation being
effected hereby is as follows:

a. Delete the first paragraph of Article IV in its entirety and substitute in its place the following:

“The total number of shares of stock that the Corporation shall have authority to issue is
Three Hundred Forty Four Million Four Hundred Seventy Five Thousand Seventy Four
(344,475,074) shares, consisting of (i) Two Hundred Ninety Million (290,000,000) shares of
common stock, $0.0001 par value per share (“Common Stock™), (i) Fifty Million (50,000,000)
shares of convertible non-voting common stock, $0.0001 par value per share (“Non-Voting
Common Stock”), and (ii1) Four Million Four Hundred Seventy Five Thousand Seventy Four
(4,475,074) shares of Preferred Stock, $0.0001 par value per share (“Preferred Stock™).”

4. This Certificate of Seventh Amendment to the Third Amended and Restated Certificate of
Incorporation shall be effective immediately upon filing with the Delaware Secretary of State.
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IN WITNESS WHEREOF, Jaguar Health, Inc. has caused this Certificate of Seventh Amendment to
the Third Amended and Restated Certificate of Incorporation to be signed by | ], its
[ ], this [ ] day of [ <], 2021.

JAGUAR HEALTH, INC.
A Delaware corporation

By:

Name:
Title:
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PART I
Forward-looking statements

This Form 10-K contains forward-looking statements within the meaning of Section 21E of the Securities
Exchange Act of 1934, as amended, or the Exchange Act. All statements other than statements of historical facts
contained in this Form 10-K, including statements regarding our future results of operations and financial position,
business strategy, prospective products, product approvals, research and development costs, timing of receipt of
clinical trial, field study and other study data, and likelihood of success, commercialization plans and timing, other
plans and objectives of management for future operations, and future results of current and anticipated products are
forward-looking statements. These statements involve known and unknown risks, uncertainties and other important
factors that may cause our actual results, performance or achievements to be materially different from any future
results, performance or achievements expressed or implied by the forward-looking statements.

In some cases, you can identify forward-looking statements by terms such as “may,” “will,” “should,”
“expect,” “plan,” “aim,” “anticipate,” “could,” “intend,” “target,” “project,” “contemplate,” “believe,” “estimate,”
“predict,” “potential” or “continue” or the negative of these terms or other similar expressions. The forward-looking
statements in this Form 10-K are only predictions. We have based these forward-looking statements largely on our
current expectations and projections about future events and financial trends that we believe may affect our business,
financial condition and results of operations. These forward-looking statements speak only as of the date of this
Form 10-K and are subject to a number of risks, uncertainties and assumptions described under the sections in this
Form 10-K titled “Risk Factors” and “Management’s Discussion and Analysis of Financial Condition and Results of
Operations” and elsewhere in this Form 10-K. Forward-looking statements are subject to inherent risks and
uncertainties, some of which cannot be predicted or quantified and some of which are beyond our control. The events
and circumstances reflected in our forward-looking statements may not be achieved or occur and actual results could
differ materially from those projected in the forward-looking statements. Moreover, we operate in a dynamic industry
and economy. New risk factors and uncertainties may emerge from time to time, and it is not possible for management
to predict all risk factors and uncertainties that we may face. Except as required by applicable law, we do not plan to
publicly update or revise any forward-looking statements contained herein, whether as a result of any new
information, future events, changed circumstances or otherwise.

Jaguar Health, our logo, Napo Pharmaceuticals, Napo EU, Mytesi, Equilevia, Canalevia and Neonorm are
our trademarks that are used in this Form 10-K. This Form 10-K also includes trademarks, tradenames and service
marks that are the property of other organizations. Solely for convenience, trademarks and tradenames referred to in
this Form 10-K appear without the ©, ® or ™ symbols, but those references are not intended to indicate that we will
not assert, to the fullest extent under applicable law, our rights or that the applicable owner will not assert its rights, to
these trademarks and tradenames.

ITEM 1. BUSINESS
BUSINESS

We are a commercial stage pharmaceuticals company focused on developing novel, plant-based, non-opioid,
and sustainably derived prescription medicines for people and animals with GI distress, specifically chronic,
debilitating diarrhea. Our wholly-owned subsidiary, Napo Pharmaceuticals, Inc. (“Napo”), focuses on developing and
commercializing proprietary plant-based human gastrointestinal pharmaceuticals for the global marketplace from
plants used traditionally in rainforest areas. Our marketed drug Mytesi (crofelemer 125 mg delayed-release tablets) is
a product approved by the U.S. Food and Drug Administration (“FDA”) for the symptomatic relief of noninfectious
diarrhea in adults with HIV/AIDS on antiretroviral therapy and the only oral plant-based botanical prescription
medicine approved under FDA Botanical Guidance.

Jaguar was founded in San Francisco, California as a Delaware corporation on June 6, 2013. Napo formed
Jaguar to develop and commercialize animal health products. Effective as of December 31, 2013, Jaguar was a
wholly-owned subsidiary of Napo, and Jaguar was a majority-owned subsidiary of Napo until the close of our initial



public offering on May 18, 2015. On July 31, 2017, the merger of Jaguar Animal Health, Inc. and Napo became
effective, at which point Jaguar Animal Health’s name changed to Jaguar Health, Inc. and Napo began operating as a
wholly-owned subsidiary of Jaguar focused on human health and the ongoing commercialization of Mytesi, and
development of follow-on indications for, crofelemer. Most of the activities of the Company are now focused on the
commercialization of Mytesi and development of follow-on indications for crofelemer and a second-generation
anti-secretory product, lechlemer, that has yet to be approved by the FDA. In the field of animal health, we have
limited activities which are focused on developing and commercializing first-in-class gastrointestinal products for
dogs, dairy calves, foals, and high value horses.

We believe Jaguar is poised to realize a number of synergistic, value adding benefits—an expanded pipeline
of potential blockbuster human follow-on indications of crofelemer, and a second-generation anti-secretory agent, as
well as a pipeline of potential animal health indications for crofelemer—upon which to build global partnerships. As
previously announced, Jaguar, through Napo, now holds extensive global rights for Mytesi, and crofelemer
manufacturing is being conducted at a multimillion-dollar commercial manufacturing facility. Additionally, several of
the drug product candidates in Jaguar’s crofelemer pipeline are backed by what we believe are strong Phase 2 clinical
proof of concept evidence from completed human clinical trials.

Mytesi is a novel, first-in-class anti-secretory agent which has a basic normalizing effect, acting locally in the
gut, and this mechanism of action has the potential to benefit multiple disorders that cause diarrhea. Mytesi is in
development for multiple possible follow-on indications, including cancer therapy-related diarrhea (“CTD”);
orphan-drug indications for symptomatic relief of diarrhea in infants and children with congenital diarrheal disorders
(“CDD”) and for adult and pediatric patients with short bowel syndrome (“SBS”); and for supportive care for diarrhea
relief in inflammatory bowel diseases (“IBD”); diarrhea-predominant irritable bowel syndrome (“IBS-D”); and for
idiopathic/functional diarrhea. Additionally, the Company is exploring the conditional marketing authorization
regulatory pathway in Europe to support development and commercialization of crofelemer for a proposed indication
of diarrhea in acutely infected COVID-19 patients. Subsequent clinical studies may also be conducted in post COVID
recovery patients suffering from “long-hauler” syndrome. A second-generation proprietary anti-secretory agent,
lechlemer, is undergoing development for symptomatic relief of diarrhea resulting from cholera. Crofelemer has
previously also received an orphan-drug designation for treatment of diarrhea associated with SBS.

Napo has a direct sales force of 9 sales representatives and a national sales director covering U.S.
geographies with the highest commercial potential. In November 2019, we hired lan Wendt, a seasoned industry
veteran with a broad range of experience that includes commercializing supportive care and HIV treatments, as Vice
President of Commercial Strategy. He was promoted to Chief Commercial Officer in 2020. With support provided by
concomitant marketing, promotional activities, patient education programs and peer education initiatives described
below, we expect continued growth in the number of patients treated with Mytesi. Mr. Wendt will lead business
development initiatives that pave the way for crofelemer’s final development for the cancer therapy-related diarrhea
(“CTD”) market and our commercial role for this next important, potential indication for Mytesi.

The goal of Napo’s internal sales team is to deliver a frequent and consistent selling message to targeted,
high-volume prescribers of antiretroviral therapies (“ART”) and to gastroenterologists who see large numbers of HIV
patients. In 2017 we released the results of a survey of 350 people living with HIV and AIDS regarding the topic of
“Talking to Your Doctor About Symptoms.” The survey results show that diarrhea remains prevalent in those living
with HIV/AIDS, with 27% of respondents reporting that they currently have diarrhea, and 56% reporting that they
have had diarrhea in the past. Additionally, the results of a 2017 Napo-sponsored survey of 271 U.S. board certified
gastroenterologists indicate that the number one GI complaint for people living with HIV/AIDS is diarrhea, and 93%
of U.S. gastroenterologists see patients with HIV/AIDS in their practice.

Key to the success of our sales representatives in growing Mytesi sales is differentiating and targeting the
right doctors—those HIV specialists who are high prescribers of ART and those gastrointestinal doctors who see large
populations of people living with HIV/AIDS. The target list of prescribers for our sales reps includes a pool of
approximately 1,300 high volume ART prescribing HIV specialists, and gastroenterologists who see the largest
number of people living with HIV/AIDs, and we’ve strategically focused our sales force in the US geographies with
the highest potential, including San Francisco, Sacramento, Seattle, southern California, Arizona, Nevada, Florida,



New York City/Long Island, Connecticut, New Jersey, Pennsylvania, Maryland, Kansas, Texas, Missouri, Chicago,
Michigan, Atlanta, Louisiana, DC, Virginia, North Carolina, South Carolina, Indianapolis, and Ohio.

Medical education presentations led by health care providers (“HCPs”) participating in the Napo Speakers
Bureau—a group that includes HIV/AIDS specialists, infectious disease specialists, gastroenterologists, colorectal
surgeons, nurse practitioners, doctors of pharmacology, and physician assistants—focus on the prevalence and
pathophysiology of gastrointestinal consequences of HIV infection and on the latest treatment options for HIV-related
diarrhea. Presentations given by patient advocate members provide information to HIV/AIDS patients about the
prevalence of diarrhea in people living with HIV/AIDS (“PLWHA”) and offer guidance about talking to HCPs
regarding diarrhea-related concerns.

With the introduction of newer antiretroviral (“ARV”) drug therapy, there has been a reduction in the
severity of ARV-induced diarrhea. However, a significant portion of this patient population still suffers from diarrhea
caused by HIV enteropathy, which is due to the direct and indirect effects of HIV on the intestinal mucosa. Chronic
diarrhea remains a significant complaint of PLWHA, particularly those who are older and have lived with the virus in
their gut for 10+ years. According to data from the U.S. Centers for Disease Control and Prevention, currently more
than 70% of people living with HIV are over age 50.

Napo is on many AIDS Drug Assistance Program (“ADAP”) formularies. ADAPs provide life-saving HIV
treatments to low income, uninsured, and underinsured individuals living with HIV/AIDS in all 50 states and the
territories. The ADAP program provides Mytesi free of charge to patients who qualify and copay support for some
patients who have insurance coverage. Based on data from healthcare research firm Decision Resource Group,
approximately 86% of ADAP-eligible US lives now have access to Mytesi, which is now on the ADAP formularies
for 30 states, including the five programs with the largest enrollment.

Napo has an agreement with the ADAP Crisis Task Force. The agreement establishes a reduced price
provided by Napo to ADAPs in all U.S. states for purchases of Mytesi. Formed in 2002, the Task Force negotiates
reduced drug prices for all ADAPs. Task Force membership is currently comprised of representatives from Arizona,
California, Florida, Illinois, Massachusetts, New York, North Carolina, Tennessee, Texas, Virginia, and Washington
state HIV/AIDS divisions. Per the terms of the agreement, all state ADAPs are guaranteed the same reduced price for
the drug. ADAPs provide HIV related services and approved medications to more than half a million people in the
U.S. each year, and we expect this agreement to help further expand the number of patients able to benefit from the
novel, first in class anti secretory mechanism of action of Mytesi.

As announced in May 2020, Napo launched a program to educate insurance companies about the benefits of
Mytesi and negotiate better access to Mytesi for commercially insured patients. We believe that our enhanced Mytesi
market access strategy will engage select payors in contracting discussions with the objective of removing barriers for
patients in order to allow them to more easily start on — and stay on — Mytesi. This initiative represents a commercial
opportunity to employ a strategic mechanism that is well-established in the U.S. pharmaceutical industry to help
patients access Mytesi.

Napo expanded the NapoCares Patient Support Program for Mytesi in April 2020 as part of the Company's
enhanced market access strategy. The expansion meaningfully increased co-pay support for commercially insured
patients, which includes allowing the co-pay amount to remain the same whether a patient fills a 30-day or a 90-day
prescription of Mytesi. The expansion also increased the income ceiling from two times the Federal poverty limit to
five times the Federal poverty limit, which will allow more low-income patients to receive Mytesi at no cost. The co-
pay program and patient assistance program are components of a comprehensive suite of patient support services
Napo rolled out in the second quarter of 2020 with the support of AssistRx, a specialty therapy initiation and patient
support company.

As announced in October 2020, Napo has launched a Web-based component of the NapoCares patient
support program to automate and streamline the patient prescription process for Mytesi. The iAssist platform is
designed to simplify the prescription process for specialty therapies like Mytesi by providing electronic prescribing,
prior authorizations, signatures and patient consent; instant access to patient eligibility information; customized



electronic enrollment forms; and access to all platform features at any time from a PC or mobile device. Starting
patients on specialty therapies like Mytesi can be a complex and time-consuming process. Implementation of this new,
cloud-based system supports the ongoing goal of our NapoCares program to remove barriers for patients to access
Mytesi, making it faster and easier for patients to start and stay on the drug by streamlining communications between
prescribers, pharmacies, patients, and payers.

iAssist helps patients begin their medication sooner, because the platform facilitates rapid fulfillment of
prescriptions and enrollment in patient support services, along with real-time confirmation for commercially and
government insured patients of benefits coverage. The system provides visibility through the prescription process that
allows patient status tracking and proactive follow-up support by their providers.

The iAssist platform is provided by AssistRx, a company with experience supporting HIV patients, and a
significant percentage of Mytesi providers already leverage the iAssist platform as part of their practice workflow.

Jaguar and Napo are planning to develop and commercialize crofelemer for an indication of treatment of
diarrhea in acutely infected COVID-19 patients. Subsequent clinical studies may also be conducted in post COVID
recovery patients suffering from long-hauler syndrome. An estimated 20%-40% of people with COVID-19 experience
diarrhea, nausea, or vomiting before other symptoms (Source: https://www.ucsf.edu/magazine/covid-body).

The term “long-hauler”, also referred to as long COVID, Post-Acute Sequelae of SARS-CoV-2 infection
(“PASC”), and chronic COVID syndrome (“CCS”) , refers to COVID-19 survivors who suffer with symptoms which
may include gastrointestinal distress (i.e. diarrhea, constipation, nausea, pain), fatigue, brain fog, forgetfulness,
cardiovascular effects, and arthritis, for an extended period after recovery. It is theorized that these symptoms may
result when the immune system in COVID-19 survivors continues to overreact even though the infection has passed.
Long-hauler syndrome appears to be predominant in younger COVID-19 recovery patients and those who experienced
a mild/asymptomatic case.

Our focus on the new potential indication of symptomatic relief of COVID-related diarrhea for crofelemer is
driven primarily by the evidence of diarrhea in acute and long-hauler COVID-19 recovery patients. Enteropathy, an
intestinal inflammatory chronic syndrome typically affecting long-term HIV/AIDS survivors, manifests as chronic
diarrhea. We believe this situation is analogous to what we are seeing right now in acute and COVID-19 recovery
patients, who report long-term diarrhea or other gastrointestinal dysfunctions. Endpoints being explored for possible
clinical trials of crofelemer would include symptomatic relief of diarrhea, as well as potential reduction in
inflammatory gut markers, and explore possible gut biome changes, and/or reduction in viral fecal shedding.

Napo has conducted intellectual property filings in support of the development of crofelemer for the potential
indication of addressing inflammatory diarrhea, including for example, in acute COVID and/or long-hauler post-
COVID recovery situation. As with all potential follow-on indications, Napo prioritizes IP protection. Napo currently
holds approximately 144 patents, the majority of which do not expire until 2027 - 2031, and approximately 39 patents
pending.

On February 18, 2021, Jaguar signed a memorandum of understanding (the “MOU”) with the lead sponsor of
a to-be-formed special purpose acquisition company (the “Dragon SPAC”), which is pursuing listing on AIM Italia.
Per the MOU, Napo EU, Jaguar’s wholly-owned subsidiary in Italy, will be the named target of the Dragon SPAC and
has granted the Dragon SPAC exclusivity to negotiate and finalize the documentation for a contemplated merger
transaction. Based on the MOU, Jaguar anticipates providing an exclusive license to Napo EU for the development,
manufacture and commercialization of all planned crofelemer indications in Europe (excluding Russia), which rights
and obligations shall be assumed by the combined company following a merger of Napo EU with the Dragon SPAC.
The cornerstone of the license agreement will be the proposed COVID-related indication; however, the expected
license will include all crofelemer pipeline indications of Napo Pharmaceuticals, Inc., Jaguar’s wholly owned U.S.-
based subsidiary, with certain obligations to be met by Napo EU to maintain the license, indication by indication.



The Dragon SPAC is in the process of being formed with lead sponsorship by Josh Mailman. A well-known,
New York City-based impact investor. Mailman co-founded Social Venture Network (now Social Venture Circle) in
1987, founded the Threshold Foundation in 1981, and founded Business for Social Responsibility in 1992. He is also
the managing director of Serious Change L.P., a $100 million privately held impact fund he started in 2006, serves on
the boards of Benefithub, Giving Assistant, Baltix Design, and Red Rabbit, and is an advisor to Social Venture Circle
and the Threshold Foundation.

It is estimated that as high as one-third of COVID-19-infected patients develop acute and/or chronic or long-
hauler syndrome — a constellation of post-viral infection symptoms (Source: Dr. Fauci Warns These COVID
Symptoms Can Last for Months, Alex Korab, Newsbreak. https://www.newsbreak.com/news/2104072336660/dr-
fauci-warns-these-covid-symptoms-can-last-for-months). According to a November 1, 2020 Wall Street Journal
article, the majority of the more than 300 long-COVID patients being seen at New York City's Mount Sinai Health
System Center for Post-Covid Care appeared to have developed a dysautonomia-like condition, and about 40% to
50% of these patients also reported symptoms such as gastrointestinal issues, headaches and shortness of breath
(Source: Doctors Begin to Crack Covid's Mysterious Long-Term Effects, Sarah Toy, Sumathi Reddy, Daniela
Hernandez, Wall Street Journal, November 1, 2020. https://www.msn.com/en-us/health/health-news/doctors-begin-to-
crack-covid-s-mysterious-long-term-effects/ar-BB1aAS6V). Based on these figures, the long-hauler population
experiencing gastrointestinal distress could potentially range between 20 to 70 million people just in Europe.

Our intention is to focus clinical exploration for the proposed COVID-related indication for crofelemer in
Europe, where single-payer healthcare systems are interested in preventative measures to diagnose and treat symptoms
early that can potentially reduce the burden of chronic illness later.

The Company has engaged a regulatory agent in Europe and had a meeting with European regulatory
authorities in March 2021. As part of Jaguar’s investigation into the feasibility of the conditional marketing
authorization pathway, which provides a fast-track clinical review process during public health emergencies, the
Company plans to request meetings with the European Medicines Agency (“EMA”), Swiss Agency for Therapeutic
Products (“Swissmedic”), and the Medicines and Healthcare products Regulatory Agency (“MHRA”) of the United
Kingdom. The EMA, in particular, has established regulatory approval schemes for COVID-19-related treatments.
The Company has engaged a European regulatory firm that has experience with the conditional approval pathway in
Europe.

In October 2020, Napo initiated its pivotal Phase 3 clinical trial of Mytesi for prophylaxis of diarrhea in adult
cancer patients receiving targeted therapy. The Phase 3 pivotal clinical trial is a 24-week (two 12-week stages),
randomized, placebo-controlled, double-blind study to evaluate the safety and efficacy of Mytesi in providing
prophylaxis of diarrhea in adult cancer patients with solid tumors receiving targeted cancer therapy-containing
treatment regimens. Mytesi or placebo treatment will start concurrently with the targeted cancer therapy regimen. The
primary endpoint will be assessed at the end of the initial (Stage I) 12-week double-blind placebo-controlled primary
treatment phase. After completing the Stage I treatment phase, the subjects will have the option to remain on their
assigned treatment arm and reconsent to enter into the Stage II 12-week extension phase. The safety and efficacy of
orally administered Mytesi will be evaluated for the prophylaxis of diarrhea in adult cancer patients receiving targeted
cancer therapies with or without standard chemotherapy regimens. The assessment of the frequency of diarrhea will be
measured by the number of loose and/or watery stools for the Stage I treatment period.

A significant proportion of patients undergoing cancer therapy experience diarrhea. Novel “targeted cancer
therapy” agents, such as epidermal growth factor receptor (“EGFR”) antibodies and tyrosine kinase inhibitors
(“TKIs”), with or without cycle chemotherapy agents, may activate intestinal chloride ion channel-mediated secretory
pathways leading to increased electrolyte and fluid content in the gut lumen, which results in passage of loose/watery
stools, i.e. secretory diarrhea.

Many cancer patients on targeted therapy require drug holidays or dose reductions in their therapy due to
diarrhea. Reducing frequency of watery stools will provide symptomatic relief of diarrhea and should allow better
adherence to the therapeutic dosing of any targeted therapies, potentially leading to better clinical outcomes. We have
learned from business development discussions with cancer drug manufacturers that adoption and continued use of



targeted cancer therapies is directly related to the ability of patients to tolerate use of the therapies — highlighting the
importance of supportive care drugs like Mytesi to help manage cancer treatment-related diarrhea in this patient
population.

As announced in June 2020, a preclinical study evaluating the effects of crofelemer (Mytesi) in providing
symptomatic relief of diarrhea associated with the irreversible pan-HER TKI neratinib was presented as an e-poster at
the American Association for Cancer Research Virtual Annual Meeting II, which took place June 22 - 24, 2020. The
study provides scientific rationale for the use of crofelemer in providing symptomatic relief of watery diarrhea in
patients receiving a targeted cancer therapy drug like neratinib with or without cycle chemotherapy in future clinical
studies.

This 28-day preclinical pharmacological study in healthy female dogs was designed to evaluate the scientific
rationale for the use of crofelemer in reducing the severity and incidence of diarrhea associated with a tyrosine kinase
inhibitor (neratinib). The study was conducted without the prophylaxis or concomitant use of loperamide and
demonstrated that crofelemer caused an approximate 30% reduction in the incidence and severity of diarrhea
associated with daily oral administration of neratinib, which was statistically significant, within the 28-day period.
Crofelemer also demonstrated significant improvement in the proportion of responder dogs, and there was a trend for
fewer neratinib dose reductions in both crofelemer treatment groups when compared to the control group.

In October 2020, the Company held a “Diarrhea Dialogues” virtual event for the financial and business
community to address the importance of diarrhea and supportive care for cancer patients as it relates to chronic lower
GI tract distress, and the debilitating effects of diarrhea experienced as a result of cancer and/or cancer therapy.
Speakers addressed the impact of diarrhea on cancer patients; common side effects of cancer therapies and
management of symptoms; data and experience of diarrhea in cancer patients and the importance of the patient and
physician dialogue to the management of CTD.

A 28-day preclinical toxicology and safety study in dogs began January 6, 2021 to support development of
lechlemer, Napo’s second generation, plant-based anti-secretory drug candidate for the symptomatic relief of diarrhea
from cholera. Napo is receiving preclinical services from the National Institute of Allergy and Infectious Diseases
(“NIAID”) to support lechlemer development. NIAID is part of the National Institutes of Health. Under NIAID's suite
of preclinical services, NIAID-funded contractors are conducting the 28-day dog study.

We are grateful for NIAID's support to conduct this important 28-day toxicity and safety study in dogs,
which is expected to support the Investigational New Drug (“IND”) application we plan to file for lechlemer. As
previously announced, a 28-day preclinical toxicology study in rats to support lechlemer development for the
symptomatic relief of diarrhea from cholera was initiated in July of last year. Under NIAID's suite of preclinical
services, NIAID-funded contractors also conducted the initial 7-day dog and rat toxicology studies, and completion of
these shorter studies allowed for initiation of the longer-term, 28-day, IND-enabling toxicity studies.

We believe that lechlemer, which has the same mechanism of action as crofelemer and is significantly less
costly to produce, may support development efforts to receive a priority review voucher from the FDA for an
indication for the symptomatic relief of diarrhea from cholera. Priority review vouchers are granted by the FDA as an
incentive to develop treatments for neglected diseases and rare pediatric diseases. Priority review vouchers are
transferable and, in past transactions by other companies, have sold for prices ranging from $67 million to $350
million. Additionally, we believe lechlemer represents a long-term pipeline opportunity as a second-generation anti-
secretory agent, on a global basis, for multiple gastrointestinal diseases - especially in resource-constrained countries,
in part, because requirements often exist in such regions for drug prices to decrease annually.

Cholera is an acute diarrheal illness caused by infection of the intestine with the bacterium Vibrio cholerae.
According to the Centers for Disease Control and Prevention of the U.S. Department of Health & Human Services, an
estimated 3-5 million cholera cases and more than 100,000 cholera-related deaths occur each year around the world.
The infection is often mild or without symptoms but can sometimes be severe. Approximately one in 10 of infected
persons will have severe disease characterized by profuse watery diarrhea, vomiting, and leg cramps. In these people,
rapid loss of body fluids leads to dehydration and shock. Without treatment, death can occur within hours. The largest



cholera outbreak in recorded history recently occurred in Yemen. According to Oxfam, the number of cholera cases in
Yemen in 2019 was the second largest ever recorded in a country in a single year, surpassed only by the numbers in
Yemen in 2017. According to the Brookings Institution, cholera continues to spread in Yemen, with 180,000 new
cases reported in the first eight months of 2020.

Lechlemer is a drug candidate under the botanical guidance of the FDA. It is a standardized and proprietary
Napo botanical extract that is distinct from Mytesi (crofelemer), the company's FDA-approved drug product, and
lechlemer is sustainably derived from the same source as Mytesi: the Croton lechleri tree.

The Company has previously presented Phase 2 data on crofelemer for the treatment of devastating
dehydration in cholera patients from the renowned International Centre for Diarrhoeal Disease Research (icddr,b) in
Bangladesh. Napo plans to follow the same study design for lechlemer.

In September 2020, Jaguar launched the Entheogen Therapeutics (“ETI”) initiative to support the discovery
and development of novel, natural medicines derived from psychoactive plant compounds for treatment of mood
disorders, neuro-degenerative diseases, addiction, and other mental health disorders. The initiative is initially focused
on plants with the potential to treat depression and leverages Napo’s proprietary library of approximately 2,300 plants
with medicinal properties. According to statistics available from the National Institute of Mental Health Disorders,
part of the National Institutes of Health, approximately 9.5% of American adults ages 18 and over will suffer from a
depressive illness (major depression, bipolar disorder, or dysthymia) each year.

Field research collaborations conducted in the past by members of the scientific strategy team (“SST”) of
Jaguar’s predecessor company Shaman Pharmaceuticals, who are also members of the ETI SST, yielded possible
applications for a compound called alstonine. Alstonine is derived from a plant used by traditional healers in Nigeria,
and has demonstrated a potential novel mechanism of action for the treatment of difficult to manage conditions such
as schizophrenia.

The ETI SST consists of leading and globally renowned ethnobotanists, physicians, and pharmacologists as
well as experts in the fields of natural product chemistry and neuropharmacology. We believe the wealth of expertise,
experience, and commitment of the ETI SST — comprised of multiple members of the original SST that contributed to
development of Jaguar's proprietary library of approximately 2,300 plants — will play an instrumental role in
advancing our shared initial goal of identifying plants in our library that may have the potential to treat mood
disorders and neurodegenerative diseases, such as Alzheimer's disease, Parkinson's disease, and amyotrophic sclerosis.
Mood disorders and neurodegenerative diseases affect hundreds of millions of people around the globe and represent
classic unmet medical needs.

While Jaguar and Napo remain steadfastly focused on the commercial success of Mytesi and on the
development of potential crofelemer follow-on indications in the area of gastrointestinal health, the Company believes
the same competencies and multi-disciplinary scientific strategy that led to the development of crofelemer will support
collaborative efforts with potential partners to develop novel first-in-class prescription medicines derived from
psychoactive plants.

Canalevia (crofelemer delayed-release tablets) is Jaguar’s oral plant-based drug candidate to treat
chemotherapy-induced diarrhea (“CID”) in dogs and exercise-induced diarrhea (“EID”) in dogs. As announced in
August 2020, the FDA's Center for Veterinary Medicine (“CVM?”) has confirmed the completeness of Jaguar's
Reasonable Expectation of Effectiveness technical section for CID, as well as the Chemistry, Manufacturing and
Controls (“CMC”) and Environmental Impact technical sections of the Company's applications for conditional
approval of Canalevia for both CID and EID under the Minor Use/Minor Species (“MU/MS”) section of The Minor
Use and Minor Species Animal Health Act of 2004. We expect that Canalevia could be available under conditional
approval to treat both CID and EID in the second half of 2021.

According to current estimates, more than 230,000 dogs in the U.S. receive chemotherapy treatment for
various cancers each year, and roughly one in four (more than 50,000 dogs) will experience diarrhea as a side effect of



treatment. There currently is no FDA-approved anti-secretory prescription product to manage this type of debilitating
diarrhea in dogs.

Managing this type of debilitating diarrhea in dogs undergoing cancer treatment is not only a comfort issue
for dogs, it may also help dogs better tolerate their chemotherapy once CID is under control and improve the home
and living environment for dog owners. For these reasons, we believe Canalevia will be an important treatment option
for veterinary healthcare teams and dog owners.

Our management team has significant experience in gastrointestinal product development for both humans
and animals. Napo was founded 30 years ago to perform drug discovery and development by leveraging the
knowledge of traditional healers working in rainforest areas. Ten members of the Jaguar and Napo team have been
together for more than 15 years. Dr. Steven King, our chief sustainable supply, ethnobotanical research and
intellectual property officer, and Lisa Conte, our founder, president and CEO, have worked together for more than 30
years. Together, these dedicated personnel successfully transformed crofelemer, which is extracted from trees growing
in the rainforest, to Mytesi, which is a natural, sustainably harvested, FDA-approved drug available from essentially
any pharmacy in the United States.

As announced in February 2020, the American Botanical Council named Napo the recipient of the 2019
Varro E. Tyler Commercial Investment in Phytomedicinal Research Award in recognition of Napo's ongoing
commitment to the sustainable development and production of natural therapeutic preparations. Specifically, this
award acknowledges the successful development and approval of crofelemer, which is derived from the medicinal
Croton lechleri tree in the Amazon rainforest. Previous recipients of this award include Jaguar’s partner, Italy-based
Indena S.p.A., one of the world's largest producers of clinically-tested botanical extracts for the food, dietary
supplement, cosmetic, and pharmaceutical markets.

Pipeline within a product—crofelemer

According to the World Health Organization, there are nearly 1.7 billion cases of diarrheal disease globally
every year, and the disease caused an estimated 1.5 million deaths in 2012. Although not all types of diarrhea are
secretory in nature, we view the current, initial approval of Mytesi as the opening of the door to an important
pipeline—underscored by the current approval by the FDA of the CMC for this natural product, as well as
acknowledgement by the FDA of the safety of the product for chronic use for the approved indication.

Crofelemer is in development for the symptomatic relief of cancer therapy-related diarrhea. As announced in
October 2020, Napo has initiated its pivotal Phase 3 clinical trial of crofelemer (Mytesi) for prophylaxis of diarrhea in
adult cancer patients receiving targeted therapy. A significant proportion of patients undergoing cancer therapy
experience diarrhea. Novel targeted cancer therapy agents, such as epidermal growth factor receptor antibodies and
tyrosine kinase inhibitors, with or without cycle chemotherapy agents, may activate intestinal chloride secretory
pathways leading to increased chloride secretion into the gut lumen, coupled with significant loss of water that would
result in secretory diarrhea.

According to data appearing in “Treatment Guidelines for CID” (chemotherapy induced diarrhea) in the
April 2004 issue of Gastroenterology and Endoscopy News, diarrhea is the most common adverse event reported in
chemotherapy patients. Approved third-party supportive care products for chemotherapy induced nausea and vomiting
(“CINV?”) include Sustol, Aloxi, Akynzeo and Sancuso. According to Transparency Market Research, sales of
therapeutics for the prevention of CINV approximated $620 million in 2013, and sales of such therapeutics are
expected to reach $1 billion in 2020.

Diarrhea has been reported as the most common side effect of the recently approved CDK 4/6 inhibitor
abemaciclib and the pan HER TKI neratinib, with occurrence ranging from 86% to >95% and grade 3 over 40%, in
published studies. Diarrhea in this patient population has the potential to cause dehydration, potential infections, and
non-adherence to treatment. A novel anti diarrheal like Mytesi may hold promise for treating secretory diarrhea—and
therefore also support long term cancer treatment adherence—in this population.



An ongoing investigator-initiated trial (“IIT”), HALT D, utilizing Mytesi is underway. Enrollment is ongoing
for this study in breast cancer patients receiving regimens containing Herceptin and Perjeta. Top line results for the
study are expected to be available in the second half of 2021. This study, which is not required to support the clinical
program for Mytesi for FDA approval for CTD, is sponsored by Georgetown University and funded by Genentech, a
member of the Roche Group. The study’s primary endpoint has an 81% power to detect a 40% difference in the
percent and/or number of patients experiencing any grade of diarrhea for two consecutive days at a p value of 0.1.
(The statistical power of a study, sometimes referred to as a study’s sensitivity, is a measure of how likely the study is
to distinguish an actual effect from one of chance). For the sake of clarity, the estimates of the percent of patients
experiencing such diarrhea is postulated to be 60% in the placebo patients and 20% in the study’s crofelemer treated
arms. An interim analysis was conducted to ensure that the study has a chance to ultimately achieve the primary
endpoint.

Previously, Georgetown University's Data Safety Monitoring Committee (“DSMC”) reviewed the interim
analysis for futility for the study and notified the Principal Investigator that the study is allowed to enroll to
completion. At that point in time, enrollment in the study exceeded 85%. The treatment period for each patient is 3
months.

Napo expects to initiate a Phase 1/2 pediatric study of crofelemer in the second half of 2021 at US and
Middle East sites for infants and children with CDD.

CDD is a group of rare, chronic intestinal channel diseases, with onset in early infancy, that are characterized
by severe, lifelong diarrhea and a lifelong need for nutritional intake either parenterally or with a feeding tube. CDD is
related to specific genetic defects inherited as autosomal recessive traits. The incidence of CDD is prevalent in regions
where consanguineous marriage (related by blood) is part of the culture. CDD is directly associated with serious
secondary conditions including dehydration, metabolic acidosis, and failure to thrive, prompting the need for
immediate therapy to prevent death and limit lifelong disability.

In December 2019, a clinical research study was initiated and sponsored by The University of Texas Health
Science Center at Houston (“UTHealth”) and is being supported by Napo. The study will evaluate the safety and
effectiveness of crofelemer for treatment of chronic idiopathic diarrhea in patients. Chronic idiopathic diarrhea is a
common complaint of patients presenting to family practitioners and internists, and is one of the most common
reasons for referral to gastroenterologists. It is estimated that the prevalence of chronic idiopathic diarrhea in
developed countries (including the U.S.) is approximately 3-5%. It has a significant negative effect on health-related
quality of life and causes a high economic burden on patients and society. The American Gastroenterological
Association Burden of Illness study (2012) showed that the estimated annual direct and indirect costs associated with
chronic idiopathic diarrhea is up to $524 million per year and $136 million per year, respectively. The principal
investigator for the Study is Dr. Brooks D. Cash, MD, AGAF, FACG, FACP, FASGE, Chief - Division of
Gastroenterology, Hepatology and Nutrition, Sterling Professor of Medicine, McGovern Medical School at UTHealth,
Co-Director, Ertan Digestive Disease Center at Memorial Hermann-Texas Medical Center. The Study is titled Yield
of Diagnostic Tests and Management of Crofelemer for Chronic Idiopathic Diarrhea in Non-HIV Patients: A Pilot
Study, and is a single-center trial at UTHealth.

Crofelemer is also being evaluated in another investigator-initiated trial for the management of functional
diarrhea in non-HIV patients. The principal investigator for this clinical study is Dr. Anthony Lembo, Professor,
Gastroenterology, Beth Israel Deaconess Medical Center, Harvard Medical School, Boston, MA. This clinical study
is a randomized double-blind, placebo-controlled study in adult subjects with functional diarrhea. Eligible patients
will have functional diarrhea defined by Rome IV criteria as >25% loose watery stools and <25% hard/lumpy stools.
The study plans to randomize 80 patients and the subjects will be randomized 1:1 for 4 weeks to either the placebo or
crofelemer 1