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Item 1.01 Entry into a Material Agreement.

On January 8, 2023, Ionis Pharmaceuticals, Inc. (the “Company”) and its wholly-owned subsidiary, Akcea Therapeutics, Inc. (the “Subsidiary”)
entered into a royalty purchase agreement (the “Purchase Agreement’) with Royalty Pharma Investments 2019 ICAV, an Irish collective asset-
management vehicle (“Royalty Pharma”), pursuant to which the Company and the Subsidiary sold to Royalty Pharma:

(i) the Company’s right, title and interest in and to: (A) in respect of net sales by Biogen Idec International Holding Ltd (“Biogen Idec”) and Biogen
MA (“Biogen MA”, and together with Biogen Idec, “Biogen”) between January 1, 2023 and December 31, 2027, 25%, and (B) in respect of net sales by
Biogen Idec commencing on January 1, 2028, 45% of the royalties payable to the Company on annual worldwide net sales up to $1,500,000,000 pursuant
to that certain Development, Option and License Agreement by and between the Company and Biogen Idec dated January 3, 2012, as amended (the “2012
Biogen License”) and that certain Research Collaboration, Option and License Agreement by and between the Company and Biogen MA dated December
19, 2017 (the “2017 Biogen License”) (the “Purchased SMA Royalties”), subject to an overall cap of either $475,000,000 or $550,000,000, depending on
the timing of FDA approval of Pelacarsen, or IONIS-APO(a)-Lgy, as described in the Purchase Agreement; and

(ii) the Subsidiary’s right, title and interest in and to 25% of the royalties payable to the Subsidiary in respect of net sales by Novartis Pharma AG
(“Novartis”) pursuant to that certain Strategic Collaboration, Option and License Agreement by and between the Subsidiary and Novartis dated January 5,
2017, as amended (the “Novartis License”) (the “Purchased Pelacarsen Royalties” and together with the Purchased SMA Royalties, the “Purchased
Royalties™).

In consideration for the sale of the Purchased Royalties, Royalty Pharma paid to the Company an initial purchase price of $500,000,000 and has agreed
to pay the Company certain additional payments totaling up to $625,000,000, subject to the achievement of specified milestones set out in the Purchase
Agreement.

Under the Purchase Agreement, and in connection with its sale of the Purchased Royalties, each of the Company and the Subsidiary has agreed to
certain covenants with respect to the exercise of its rights under the 2012 Biogen License, 2017 Biogen License and Novartis License, including with
respect to the Company and the Subsidiary’s right to amend, assign and terminate such agreements. The Company and Subsidiary will also provide certain
additional payments to Royalty Pharma in the event the Company or the Subsidiary commercializes certain products directly competitive with Pelacarsen.
The Purchase Agreement contains other customary terms and conditions, including representations and warranties, covenants and indemnification
obligations in favor of each party.

The foregoing summary of the Purchase Agreement is not complete and is qualified in its entirety by reference to the complete text of the Purchase
Agreement, which the Company intends to file as an exhibit to its Quarterly Report on Form 10-Q for the quarter ending March 31, 2023.

Item 9.01 Financial Statements and Exhibits.
(d)Exhibits.

Exhibit No. Description

104 Cover Page Interactive Data File (embedded within the Inline XBRL document).
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