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0o  Written communications pursuant to Rule 425 under the Securities Act (17 CFR 230.425)
o  Soliciting material pursuant to Rule 14a-12 under the Exchange Act (17 CFR 240.14a-12)
0  Pre-commencement communications pursuant to Rule 14d-2(b) under the Exchange Act (17 CFR 240.14d-2(b))
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Item 5.02 Departure of Directors or Principal Officers; Election of Directors; Appointment of Principal Officers.
Effective April 6, 2006, Mr. Christopher F.O. Gabrieli resigned as a member of the Board of Directors of Isis Pharmaceuticals, Inc. to run for Governor of the
state of Massachusetts. Mr. Gabrieli served for over ten years on the Isis Board. During his tenure, he contributed as the chairman of a number of Board

Committees and provided critical input on important issues. We appreciate Mr. Gabrieli’s contribution and wish him continuing success.

As aresult of Mr. Gabrieli’s resignation, the Isis Board is reducing the number of individuals who may serve on the Board from nine members to eight
members.
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