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Item 1.01. Entry into a Material Definitive Agreement.

On January 7, 2008, Isis Pharmaceuticals, Inc. (“Isis”) and Genzyme Corporation (“Genzyme”) announced a major strategic alliance in which
Genzyme will develop and commercialize mipomersen. Mipomersen, formerly ISIS 301012, is a lipid-lowering drug targeting apolipoprotein B-100. As part
of the strategic relationship, Genzyme has exclusively licensed mipomersen from Isis and will also have preferred access to future Isis drugs for central
nervous system and certain rare diseases.

On February 4, 2008 Genzyme paid Isis $150 million to purchase five million shares of Isis common stock (the “Shares”) for $30 per share. Upon
completion of final contracts, Genzyme will pay Isis a $175 million up-front mipomersen license fee. In addition to this initial $325 million, Isis has the
potential to receive significant milestone payments for mipomersen, which is currently in phase 3 trials. Once the product is launched, the two companies
will share profits.

Isis will transition development responsibility for mipomersen to Genzyme over the next two years, and Isis will fund a portion of development costs
over that time. Genzyme will take over full development and commercialization responsibilities thereafter.

In addition to the up-front payment, Isis also has the opportunity to receive from Genzyme up to $825 million in development and regulatory
milestone payments plus up to $750 million in commercial milestone payments.

Genzyme and Isis will share mipomersen profits 50/50 when annual worldwide revenues reach $2 billion or more. The profit share begins with a
70/30 Genzyme/Isis split and reaches 50/50 on a sliding scale as annual revenues ramp up to $2 billion.

On January 30, 2008 Genzyme and Isis received clearance for the transaction under the Hart-Scott-Rodino Antitrust Improvements Act.
Item 3.02. Unregistered Sales of Equity Securities.

The information set forth in Item 1.01 is incorporated herein by this reference.



The Shares were issued only to an accredited investor, as such term is defined in Rule 501 of Regulation D promulgated under the Securities Act of
1933, as amended (the “Securities Act”). The Shares have not been registered under the Securities Act or any state securities laws. Isis relied on the
exemption from the registration requirements of the Securities Act set forth in Section 4(2) thereof and the rules and regulations promulgated thereunder. Isis
has agreed to file a registration statement for the resale of the Shares. Neither this current report on Form 8-K nor any of the exhibits attached hereto is an
offer to sell or the solicitation of an offer to buy shares of common stock or other securities of Isis.

THIS REPORT INCLUDES FORWARD-LOOKING STATEMENTS REGARDING ISIS’ STRATEGIC ALLIANCE WITH GENZYME CORP., THE
DEVELOPMENT AND COMMERCIALIZATION POTENTIAL OF MIPOMERSEN FOR CARDIOVASCULAR DISEASE, AND ISIS’ RESEARCH
AND DEVELOPMENT OPPORTUNITIES IN DISEASE AREAS INCLUDING CNS AND CERTAIN RARE DISEASES. ANY STATEMENT
DESCRIBING ISIS’ GOALS, EXPECTATIONS, FINANCIAL OR OTHER PROJECTIONS, INTENTIONS OR BELIEFS IS A FORWARD-LOOKING
STATEMENT AND SHOULD BE CONSIDERED AN AT-RISK STATEMENT, INCLUDING THOSE STATEMENTS THAT ARE DESCRIBED AS ISIS’
GOALS. SUCH STATEMENTS ARE SUBJECT TO CERTAIN RISKS AND UNCERTAINTIES, PARTICULARLY THOSE INHERENT IN THE
PROCESS OF DISCOVERING, DEVELOPING AND COMMERCIALIZING DRUGS THAT ARE SAFE AND EFFECTIVE FOR USE AS HUMAN
THERAPEUTICS, AND IN THE ENDEAVOR OF BUILDING A BUSINESS AROUND SUCH PRODUCTS. ISIS’ FORWARD-LOOKING
STATEMENTS ALSO INVOLVE ASSUMPTIONS THAT, I[F THEY NEVER MATERIALIZE OR PROVE CORRECT, COULD CAUSE ITS RESULTS
TO DIFFER MATERIALLY FROM THOSE EXPRESSED OR IMPLIED BY SUCH FORWARD-LOOKING STATEMENTS. ALTHOUGH ISIS’
FORWARD-LOOKING STATEMENTS REFLECT THE GOOD FAITH JUDGMENT OF ITS MANAGEMENT, THESE STATEMENTS ARE BASED
ONLY ON FACTS AND FACTORS CURRENTLY KNOWN BY ISIS. AS A RESULT, YOU ARE CAUTIONED NOT TO RELY ON THESE
FORWARD-LOOKING STATEMENTS. THESE AND OTHER RISKS CONCERNING ISIS’ PROGRAMS ARE DESCRIBED IN ADDITIONAL
DETAIL IN ISIS’ ANNUAL REPORT ON FORM 10-K FOR THE YEAR ENDED DECEMBER 31, 2006, AND ITS QUARTERLY REPORT ON
FORM 10-Q FOR THE QUARTER ENDED SEPTEMBER 30, 2007, WHICH ARE ON FILE WITH THE SEC. COPIES OF THESE AND OTHER
DOCUMENTS ARE AVAILABLE FROM THE COMPANY.
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