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ISIS PHARMACEUTICALS, INC.
2855 Gazelle Court
Carlsbad, CA 92010

NOTICE OF

2014 ANNUAL MEETING OF STOCKHOLDERS
Dear Stockholders,

I am pleased to invite you to Isis Pharmaceuticals, Inc.’s 2014 Annual Meeting of Stockholders. We will host the meeting at our offices in Carlsbad,
California on Tuesday, June 10, 2014, at 2:00 p.m. Pacific Time. This booklet includes the agenda for this year’s Annual Meeting and the Proxy Statement.
We will cover the formal items on the agenda during the Annual Meeting. Following the formal Annual Meeting, we will review the major developments of
the past year and our plans for 2014, and answer your questions. The Proxy Statement explains the matters we will discuss in the meeting and provides
additional information about us.

Your vote is very important. Whether or not you plan to attend the meeting, please be sure to vote your shares as soon as possible to ensure your
representation at the meeting. We are distributing our proxy materials under a Securities and Exchange Commission rule that allows us to furnish such
material to our stockholders over the Internet rather than in paper form. We believe this method of distribution reduces our environmental impact and costs
without hindering our stockholders’ timely access to such important material. As a result, if you are a stockholder of record (that is, if your stock is registered
with us in your own name) you will receive a Notice Regarding the Availability of Proxy Materials in the mail, which contains a control number and
instructions that allow you to access our proxy materials and vote electronically through the Internet or to request printed proxy materials so you may vote by
telephone or mail.

If your shares are registered in the name of a broker or other nominee, that nominee will forward the Notice Regarding the Availability of Proxy
Materials to you and you can direct that nominee to vote your shares. Alternatively, if your nominee participates in a program provided through Broadridge
Financial Solutions, Inc. that allows you to vote by telephone or through the Internet, your nominee will send you a voting form with telephone and Internet
voting instructions.

If you plan to attend the meeting and prefer to vote in person, you may still do so even if you have already returned your proxy. In this document, unless

the context requires otherwise, the words “Isis,” “Company,” “we,” “our” and “us” refer only to Isis Pharmaceuticals, Inc. and its subsidiaries and not any
other person or entity.

PLEASE NOTE, HOWEVER, THAT IF A BROKER, BANK OR OTHER NOMINEE HOLDS YOUR SHARES OF RECORD AND YOU
WISH TO VOTE AT THE MEETING, YOU MUST OBTAIN A PROXY ISSUED IN YOUR NAME FROM THE BROKER, BANK OR OTHER
NOMINEE.

We look forward to seeing you at the meeting.

Sincerely,

B. Lynne Parshall
Secretary




ISIS PHARMACEUTICALS, INC.
2855 Gazelle Court
Carlsbad, CA 92010

NOTICE OF 2014 ANNUAL MEETING OF STOCKHOLDERS

Date: Tuesday, June 10, 2014
Time: 2:00 p.m., Pacific Time
Place: Isis Pharmaceuticals, Inc.

2855 Gazelle Court
Carlsbad, CA 92010

Dear Stockholders,

At our 2014 Annual Meeting, we will ask you to:
Proposal 1: elect Spencer R. Berthelsen, B. Lynne Parshall and Joseph H. Wender to serve as Directors for a three-year term;

Proposal 2: make an advisory vote, ratifying the appointment of Breaux B. Castleman to fill a vacancy on our Board of Directors for a one-
year term,

Proposal 3: make an advisory vote, ratifying the appointment of Joseph Loscalzo to fill a vacancy on our Board of Directors for a two-year
term;

Proposal 4: approve an amendment to the Company’s Restated Certificate of Incorporation to increase the authorized number of shares of
Common Stock from 200,000,000 to 300,000,000 shares;

Proposal 5: approve an amendment and restatement of our 2002 Non-Employee Directors’ Stock Option Plan to (i) increase the non-
discretionary stock option grants for new Directors to 32,000 shares and non-discretionary annual grants to all non-employee
Directors to 16,000 shares, with a corresponding RSU award, and (ii) update the provision prohibiting our Board of Directors from
repricing or cancelling outstanding options in exchange for cash or other stock awards without obtaining the approval of our
stockholders;

Proposal 6: make an advisory vote on executive compensation;
Proposal 7: ratify the Audit Committee’s selection of Ernst & Young LLP as independent auditors for our 2014 fiscal year; and
Transact any other business that may be properly presented at the Annual Meeting.

The foregoing items of business are more fully described in the enclosed Proxy Statement. If you were an Isis stockholder of record at the close of
business on April 11, 2014 you may vote at the Annual Meeting.

By order of the Board of Directors,

B. Lynne Parshall
Secretary

Carlsbad, California
April 29,2014

ALL STOCKHOLDERS ARE CORDIALLY INVITED TO ATTEND THE MEETING IN PERSON. WHETHER OR NOT YOU EXPECT TO
ATTEND THE MEETING, PLEASE VOTE BY TELEPHONE OR INTERNET BY FOLLOWING THE INSTRUCTIONS INCLUDED IN THIS
PROXY STATEMENT AND YOUR NOTICE REGARDING THE AVAILABILITY OF PROXY MATERIALS OR PROXY CARD.
ALTERNATIVELY, YOU MAY REQUEST A WRITTEN PROXY STATEMENT, AND COMPLETE, DATE, SIGN AND RETURN YOUR
PROXY AS PROMPTLY AS POSSIBLE IN ORDER TO ENSURE YOUR REPRESENTATION AT THE MEETING. IF YOU RECEIVE YOUR
PROXY MATERIALS BY MAIL, WE WILL INCLUDE A RETURN ENVELOPE (WHICH IS POSTAGE PREPAID IF MAILED IN THE
UNITED STATES) FOR THAT PURPOSE. EVEN IF YOU HAVE GIVEN YOUR PROXY, YOU MAY STILL VOTE IN PERSON IF YOU
ATTEND THE MEETING. PLEASE NOTE, HOWEVER, THAT IF YOUR SHARES ARE HELD OF RECORD BY A BROKER, BANK OR
OTHER NOMINEE AND YOU WISH TO VOTE AT THE MEETING, YOU MUST OBTAIN FROM THE BROKER, BANK OR OTHER
NOMINEE A PROXY ISSUED IN YOUR NAME.




ISIS PHARMACEUTICALS, INC.
2855 Gazelle Court
Carlsbad, CA 92010
PROXY STATEMENT
QUESTIONS AND ANSWERS ABOUT THESE PROXY MATERIALS AND VOTING

Why did I receive a Notice Regarding the Availability of Proxy Materials on the Internet?

Isis’ Board of Directors (the “Board”) is soliciting your proxy to vote at the 2014 Annual Meeting of Stockholders, including at any adjournments or
postponements of the meeting. We are distributing our Notice of Annual Meeting and Proxy Materials using the Notice and Access procedures established by
the United States Securities and Exchange Commission (the “SEC”). As a result, you received in the mail the Notice Regarding the Availability of Proxy
Materials (the “Notice”). This Notice is important because it contains a control number and instructions that will allow you to access our proxy materials and
vote electronically through the Internet or to request printed proxy materials so you may vote by telephone or mail. Your vote is very important. Whether or
not you plan to attend the meeting, please be sure to vote your shares as soon as possible to ensure your representation at the meeting.

We intend to mail the Notice on or about April 29, 2014 to all stockholders of record entitled to vote at the Annual Meeting.

Will I receive any other proxy materials by mail?
We may choose to send you a proxy card, along with a second Notice, on or after May 9, 2014.

Where and when is the Annual Meeting and how do I attend?

We will hold the meeting on Tuesday, June 10, 2014, at 2:00 p.m. Pacific Time at our offices located at 2855 Gazelle Court, Carlsbad, California 92010.
You may find directions to the Annual Meeting at www.isispharm.com.! We discuss below information on how to vote in person at the Annual Meeting.

If you cannot attend, please note that we will make a webcast of the presentation that follows the Annual Meeting available on the day of the meeting and
for a limited time following the meeting at www.isispharm.com. !

If you plan to attend the meeting and prefer to vote in person, you may still do so even if you have already returned your proxy.
Who can vote at the Annual Meeting?

Only stockholders of record at the close of business on April 11, 2014 may vote at the Annual Meeting. On this record date, there were 117,555,909
shares of common stock outstanding and entitled to vote.

Stockholder of Record: Shares Registered in Your Name

If on April 11, 2014 your shares were registered directly in your name with our transfer agent, American Stock Transfer & Trust Company, then you are a
stockholder of record. As a stockholder of record, you may vote in person at the meeting or vote by proxy over the telephone or the Internet as instructed
under the section below titled “How do I vote?” Whether or not you plan to attend the meeting, we urge you to fill out and return the proxy card or vote over
the telephone or Internet to ensure your vote is counted.

1" Any information that is included on or linked to our website is not part of this Proxy Statement or any registration statement or report that incorporates this
Proxy Statement by reference.




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

If on April 11, 2014 your shares were not held in your name, but rather in an account at a brokerage firm, bank, dealer or other similar organization, then
you are the beneficial owner of shares held in “street name” and that organization is forwarding the Notice to you. The organization holding your account is
considered to be the stockholder of record for purposes of voting at the Annual Meeting. As a beneficial owner, you may direct your broker or other agent
regarding how to vote the shares in your account. If your shares are registered in the name of a broker or other nominee, your nominee may be participating
in a program provided through Broadridge Financial Solutions, Inc. (“Broadridge”) that also allows you to vote by telephone or through the Internet. If so,
the voting form your nominee sends you will provide telephone and Internet instructions. You are also invited to attend the Annual Meeting in person.

PLEASE NOTE, HOWEVER, THAT IF A BROKER, BANK OR OTHER NOMINEE HOLDS YOUR SHARES OF RECORD AND YOU
WISH TO VOTE AT THE MEETING, YOU MUST OBTAIN A PROXY ISSUED IN YOUR NAME FROM THE BROKER, BANK OR OTHER
NOMINEE.

What am I voting on?
There are seven matters scheduled for a vote:
Proposal 1: elect Spencer R. Berthelsen, B. Lynne Parshall and Joseph H. Wender to serve as Directors for a three-year term;

Proposal 2: make an advisory vote, ratifying the appointment of Breaux B. Castleman to fill a vacancy on our Board of Directors for a one-
year term,

Proposal 3: make an advisory vote, ratifying the appointment of Joseph Loscalzo to fill a vacancy on our Board of Directors for a two-year
term;

Proposal 4: approve an amendment to the Company’s Restated Certificate of Incorporate to increase the authorized number of shares of
Common Stock from 200,000,000 to 300,000,000 shares;

Proposal 5: approve an amendment and restatement of our 2002 Non-Employee Directors” Stock Option Plan to (i) increase the non-
discretionary stock option grants for new Directors to 32,000 shares and non-discretionary annual grants to all non-employee
Directors to 16,000 shares, with a corresponding RSU award, and (ii) update the provision prohibiting our Board from repricing or
cancelling outstanding options in exchange for cash or other stock awards without obtaining the approval of our stockholders;

Proposal 6: make an advisory vote on executive compensation; and

Proposal 7: ratify the Audit Committee’s selection of Ernst & Young LLP as independent auditors for our 2014 fiscal year.

What if another matter is properly brought before the meeting?

The Board knows of no other matters that will be presented for consideration at the Annual Meeting. If any other matters are properly brought before the
meeting, the persons named in the accompanying proxy intend to vote on those matters in accordance with their best judgment.

How do I vote?
You may vote in one of the following ways:

vote through the Internet by following the instructions included with your Notice or proxy card;

if you have received proxy materials electronically or by mail, you may vote by telephone by following the instructions included with your
proxy card,;

complete, sign, date and return your proxy card in the postage paid envelope provided; or

attend the 2014 Annual Meeting and vote in person.




The procedures for voting are fairly simple:
For Shares Registered in Your Name:

If you are a stockholder of record, you may go to www.proxyvote.com to vote your shares through the Internet. The votes represented by your proxy will
be displayed on the computer screen and you will be prompted to submit or revise your votes as desired.

To vote your shares by telephone, you must first request that we send proxy materials to you by following the instructions included in your Notice. Once
you have received your proxy materials, you may vote using a touch-tone telephone by calling 1-800-690-6903 and following the recorded instructions.
Please have your proxy card available at the time you vote.

For Shares Registered in the Name of a Broker or Bank:

If your broker or bank holds your shares in “street name,” you will need to obtain a proxy form from the institution that holds your shares and follow the
instructions included on that form regarding how to instruct your broker to vote your shares. If you do not give instructions to your broker, your broker can
vote your shares with respect to “discretionary” items, but not with respect to “non-discretionary” items. Discretionary items are proposals considered routine
under the rules of the New York Stock Exchange on which a broker may vote shares held in street name in the absence of your voting instructions. The
proposal to ratify Ernst & Young LLP as independent auditors is a discretionary item. Proposals 1-6 regarding the election of Directors, ratification, on an
advisory basis, of the appointment of each of Mr. Castleman and Dr. Loscalzo to fill vacancies on the Board, approval of an amendment to our Restated
Certificate of Incorporation to increase the authorized number of shares of Common Stock, approval of an amendment and restatement of the 2002 Non-
Employee Directors’ Stock Option Plan and approval, on an advisory basis, of our executive compensation are non-discretionary items. If you do not give
your broker instructions for a non-discretionary item, the inspector of elections will treat your shares as broker non-votes.

A number of brokers and banks are participating in a program provided by Broadridge which allows proxies to vote shares by means of the telephone and
Internet. If your shares are held in an account with a broker or bank participating in the Broadridge program, you may vote your shares by telephone or
through the Internet by having the voting form in hand and calling the number or going to the website indicated on the form and following the instructions.

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

If you return a signed and dated proxy card or otherwise vote without marking voting selections, your proxyholder (one of the individuals named on your
proxy card) will vote your shares as follows:

“For” the election of the nominees for Director named in the Proxy Statement;
“For” the ratification, on an advisory basis, of the appointment of Mr. Castleman to fill a vacancy on our Board for a one-year term;
“For” the ratification, on an advisory basis, of the appointment of Dr. Loscalzo to fill a vacancy on our Board for a two-year term;

“For” the approval of the amendment to our Restated Certificate of Incorporation to increase the authorized number of shares of Common
Stock;

“For” the approval of the amendment and restatement of the 2002 Non-Employee Directors’ Stock Option Plan;
“For” the approval, on an advisory basis, of executive compensation; and

“For” the ratification of the Audit Committee’s selection of Ernst & Young LLP as independent auditors for our 2014 fiscal year.

If any other matter is properly presented at the meeting, your proxyholder (one of the individuals named on your proxy card) will vote your shares using
his or her best judgment.




Who is paying for this proxy solicitation?

Our Board is soliciting your proxy to vote at the Annual Meeting. We will bear the entire cost of soliciting proxies, including preparing, assembling,
making available on the Internet and printing and mailing this Proxy Statement, the proxy card and any additional information furnished to stockholders. We
will furnish copies of solicitation materials to banks, brokerage houses, fiduciaries and custodians holding our common stock in “street name” on behalf of
beneficial owners of such shares. We may reimburse persons representing beneficial owners of our common stock for their costs of forwarding solicitation
materials to such beneficial owners. Our Directors, officers or other employees may supplement original solicitation of proxies by telephone, electronic mail
or personal solicitation. We will not pay our Directors, officers or employees any additional compensation for soliciting proxies. We have engaged Alliance
Advisors LLC to render solicitation services, and will pay Alliance its customary fee, which we estimate to be about $14,000. However, please be aware that
you must bear any costs associated with your Internet service, such as usage charges from Internet access providers or telephone companies.

What does it mean if I receive more than one Notice?

If you receive more than one Notice or proxy card, your shares are registered in more than one name or are registered in different accounts. Please
complete, sign, date and return each separate proxy card or vote by telephone or through the Internet by following the instructions included with each Notice
or proxy card to properly vote your shares.

Can I change my vote after submitting my proxy?

Yes. Once you have submitted your proxy by mail, Internet or telephone, you may revoke it at any time before we exercise it at the Annual Meeting.
You may revoke your proxy by any one of the following four ways:

you may mail another proxy marked with a later date;
you may revoke it through the Internet;

you may notify our Secretary in writing sent to 2855 Gazelle Court, Carlsbad, California 92010 that you wish to revoke your proxy before the
Annual Meeting takes place; or

you may vote in person at the Annual Meeting. Attendance at the meeting will not, by itself, revoke a proxy.
When are stockholder proposals due for next year’s Annual Meeting?

If you have a proposal or Director nomination that you would like us to include in our Proxy Statement and form of proxy for, or to present at the 2015
Annual Meeting of Stockholders, you must send the proposal to us by no later than December 30, 2014. Stockholders wishing to submit proposals or
Director nominations that are not to be included in such Proxy Statement and form of proxy must do so no later than the close of business on February 10,
2015. Stockholders should also review our bylaws, which contain additional requirements with respect to advance notice of stockholder proposals and
Director nominations.

What is the quorum requirement?
A quorum of stockholders is necessary to hold a valid meeting. A quorum will be present at the meeting if at least a majority of the outstanding shares
are represented in person or by proxy. We will count your shares towards the quorum only if you submit a valid proxy vote or vote at the meeting. We will

count abstentions and broker non-votes towards the quorum requirement.

If there is no quorum, the holders of a majority of shares present at the meeting in person or represented by proxy may adjourn the meeting to another
date.




How are votes counted?

Each share of our common stock that you own entitles you to one vote. Your Notice and proxy card indicates the number of shares of our common stock
that you owned at the close of business on April 11, 2014. The inspector of elections will count votes for the meeting, and will separately count “For” and
“Against” votes, abstentions, and broker non-votes. With respect to Proposal 1, the election of Directors, stockholders do not affirmatively vote “Against”
nominees. Instead, if you do not want to elect a particular nominee, you should choose to “Withhold” a vote in favor of the applicable nominee for Director
and the inspector of elections will count each “Withhold” for each nominee. Abstentions will have no effect on Proposal 1. Abstentions will count towards
the vote total for Proposals 2-7 and, in each case, will have the same effect as “Against” votes. Broker non-votes have no effect and the inspector of elections
will not count them towards the vote total for any proposal, except for Proposal 4, the amendment to our Restated Certificate of Incorporation, in which case
broker non-votes will have the same effect as an “Against” vote.

‘What are “broker non-votes”?

Broker non-votes occur when a beneficial owner of shares held in “street name” does not give instructions to the broker or nominee holding the shares as
to how to vote on matters deemed “non-routine.” If your broker holds your shares in “street name,” and you do not give instructions to your broker, your
broker can vote your shares with respect to “discretionary” items, but not with respect to “non-discretionary” items. Discretionary items are proposals
considered routine under the rules of the New York Stock Exchange on which a broker may vote shares held in street name in the absence of your voting
instructions. The proposal to ratify Ernst & Young LLP as independent auditors is a discretionary item. Proposals 1-6 regarding the election of Directors,
ratification, on an advisory basis, of the appointment of each of Mr. Castleman and Dr. Loscalzo to fill vacancies on the Board, approval of an amendment to
our Restated Certificate of Incorporation to increase the authorized number of shares of Common Stock, approval of an amendment and restatement of the
2002 Non-Employee Directors’ Stock Option Plan and approval, on an advisory basis, of our executive compensation are non-discretionary items. If you do
not give your broker instructions for a non-discretionary item, the inspector of elections will treat your shares as broker non-votes.

How many votes are needed to approve each proposal?

Proposal 1: For the election of Directors in an uncontested election, a Director nominee must receive a majority of the votes cast in person or by
proxy in the election such that the number of shares voted “For” the nominee must exceed 50% of the votes cast with respect to that Director.
Only “For” and “Withhold” votes will affect the outcome. Abstentions and broker non-votes will have no effect.

Proposal 2: We will consider the advisory vote on the ratification of the appointment of Mr. Castleman to fill a vacancy on the Board to be
approved if such ratification receives “For” votes from the holders of a majority of shares either present in person or represented by proxy and
entitled to vote. If you “Abstain” from voting, it will have the same effect as an “Against” vote. Broker non-votes will have no effect.

Proposal 3: We will consider the advisory vote on the ratification of the appointment of Dr. Loscalzo to fill a vacancy on the Board to be
approved if such ratification receives “For” votes from the holders of a majority of shares either present in person or represented by proxy and
entitled to vote. If you “Abstain” from voting, it will have the same effect as an “Against” vote. Broker non-votes will have no effect.

Proposal 4: To be approved, the amendment to our Restated Certificate of Incorporation to increase the authorized number of shares of Common
Stock must receive “For” votes from the holders of a majority of our shares outstanding as of the record date. If you mark your proxy to
“Abstain” from voting, it will have the same effect as an “Against” vote. Broker non-votes will also have the same effect as “Against” votes.

Proposal 5: To be approved, the amendment of our 2002 Non-Employee Directors’ Stock Option Plan must receive “For” votes from the holders
of a majority of shares either present in person or represented by proxy and entitled to vote. If you mark your proxy to “Abstain” from voting, it
will have the same effect as an “Against” vote. Broker non-votes will have no effect.

Proposal 6: We will consider the advisory approval of the compensation of our executive officers to be approved if it receives “For” votes from
the holders of a majority of shares either present in person or represented by proxy and entitled to vote. If you “Abstain” from voting, it will
have the same effect as an “Against” vote. Broker non-votes will have no effect.

Proposal 7: To be approved, the ratification of the selection of Ernst & Young LLP as our independent auditors for our 2014 fiscal year, must
receive “For” votes from the holders of a majority of shares present in person or by proxy and entitled to vote. If you “Abstain” from voting, it
will have the same effect as an “Against” vote. Broker non-votes will have no effect.
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How can I find out the results of the voting at the Annual Meeting?

We will announce preliminary voting results at the Annual Meeting. In addition, we will publish final voting results in a current report on Form 8-K that
we expect to file within four business days after the Annual Meeting. If final voting results are not available to us in time to file with a Form 8-K within four
business days after the Annual Meeting, we intend to file a Form 8-K to publish preliminary results and, within four business days after we know the final
results, file an additional Form 8-K to publish final results.

How can I elect to receive materials for future Annual Meetings electronically?

We are pleased to offer to our stockholders the benefits and convenience of electronic delivery of Annual Meeting materials, including:

delivering the Proxy Statement, Annual Report and related materials by email to our stockholders;
stockholder voting online;

helping the environment by decreasing the use of paper documents;

reducing the amount of bulky documents stockholders receive; and

reducing our printing and mailing costs associated with more traditional delivery methods.

We encourage you to conserve natural resources and to reduce printing and mailing costs by signing up for electronic delivery of our stockholder
communications after you place your current vote at www.proxyvote.com.




PROPOSAL 1
ELECTION OF DIRECTORS
Information about our Board

The Board is divided into three classes. Presently, the Board has eight members with two classes consisting of three Directors each and one class
consisting of two Directors. Each class serves a three-year term and we hold elections each year at the Annual Meeting to elect the Directors whose terms are
expiring.

In addition, the Board may elect a new Director to fill any vacant spot, including a vacancy caused by an increase in the size of the Board. However, the
Board believes it is important for our stockholders to ratify any member of the Board who the Board appoints. As a result, whenever the Board appoints a
new member, the Board will submit such new member’s directorship for ratification at the next regularly scheduled Annual Meeting of Stockholders.

The Board represents the interests of our stockholders by overseeing the Chief Executive Officer and other members of senior management in our
operation. The Board’s goal is to optimize long-term value by providing guidance and strategic oversight to Isis’ management on our stockholders’ behalf.

Information about the 2014 Elections

The Board has nominated three individuals for election at the 2014 Annual Meeting. Each of the nominees currently serves as one of our Directors. Dr.
Berthelsen, Ms. Parshall and Mr. Wender have served as a Director since May 2002, September 2000 and January 1994, respectively, and have been re-
elected by our stockholders each successive term. If re-elected, Dr. Berthelsen, Ms. Parshall and Mr. Wender will serve until the 2017 Annual Meeting or, in
each case, until his or her successor is elected and has qualified, or until his or her earlier death, resignation or removal.

On December 13, 2011, the Board, upon recommendation of the Nominating, Governance and Review Committee, adopted our Amended and Restated
Bylaws to, among other things, adopt a majority vote standard for the election of directors in uncontested elections. The majority vote standard provides that
to be elected, in an uncontested election, a director nominee must receive a majority of the votes cast in the election such that the number of shares voted
“for” the nominee must exceed 50% of the votes cast with respect to that Director. The number of votes cast with respect to a Director’s election excludes
abstentions and broker non-votes with respect to that Director’s election. In contested elections where the number of nominees exceeds the number of
Directors to be elected, the vote standard will be a plurality of the shares present in person or by proxy and entitled to vote.

If a nominee who already serves as a Director is not elected, and no successor is elected, the Director will offer to tender his or her resignation to the
Board. The Nominating, Governance and Review Committee will make a recommendation to the Board on whether to accept or reject the resignation, or
whether to take other action. The Board will act on the Committee’s recommendation and publicly disclose its decision and the rationale behind it within 90
days from the date of the certification of the election results. The Director who tenders his or her resignation will not participate in the recommendation of the
Nominating, Governance and Review Committee or in the Board’s decision. If a nominee’s failure to be elected at the Annual Meeting results in a vacancy on
the Board, then the Board can fill the vacancy.

The Nominating, Governance and Review Committee delivered its report to the Board on February 11, 2014. Following that report, the Board
determined it would be in the best interests of Isis and its stockholders to nominate Dr. Berthelsen, Ms. Parshall, and Mr. Wender to be elected as Directors at
the Annual Meeting. We provide below a short biography for each nominee. Dr. Berthelsen, Ms. Parshall, and Mr. Wender have agreed to serve if elected,
and we have no reason to believe that they cannot serve. However, if they cannot serve, we may vote your proxy for another nominee proposed by the Board,
or the Board may reduce th