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Item 1.01 Entry into a Material Definitive Agreement.

On March 19, 2021, Windtree Therapeutics, Inc. (the “Company”), through its wholly-owned subsidiary, CVie Therapeutics Ltd. (“CVie”), entered into an
Agreement for Scientific Collaboration (the “New SERCA2a Agreement”) with Universita degli Studi di Milano-Bicocca (“Bicocca”), which extends its
collaboration with Bicocca for the discovery and development of new SERCA?2a compounds for the potential treatment of chronic and acute human heart
failure. The New SERCA2a Agreement amends and restates the recently expired terms of the Collaboration Agreement, by and between Bicocca and CVie,
dated April 14, 2015 and extended on August 14, 2018, and the Research Agreement by and between Bicocca and CVie, dated April 19, 2018.

Under the New SERCA2a Agreement, the Company will provide Bicocca with approximately € 177,000 for research activities and to cover laboratory
space and operation costs. Results obtained from the collaboration will be jointly owned by the parties. However, Bicocca will assign to the Company its
interest in patent applications and patents covering any new SERCA?2a compounds and diagnostic products suitable for further clinical development. The
Company has agreed to pay Bicocca (corresponding to stage of development): (i) € 25,000 (approximately $30,000) for execution of an assignment to the
Company of Bicocca’s interest in the patent at issue, (ii) € 75,000 (approximately $90,000) for new SERCA2a compounds developed up to phase 1 studies
in humans upon the completion and availability of the proof of concept of biological efficacy of new compounds on modulating the SERCA?2a activity in
cell-free systems, or its functional counterpart in isolated cells and (iii) € 1.5 million (approximately $1.8 million) upon obtaining marketing authorization
in the U.S., EU, or China of new compounds with the corresponding companion diagnostic assay. The Company has also agreed to pay royalties on
products generated from the collaboration in the range of a fraction of a single digit to a low single digit percent of net sales for any products sold in any
country for a period of ten years from the date of the first commercial sale or until the expiry of patent(s) covering the products.

The New SERCA2a Agreement also contains representations, warranties, and indemnity obligations customary for agreements of this type.

The foregoing description of the terms of the New SERCA2a Agreement do not purport to be complete and is qualified in its entirety by reference to the
full text of the agreement, which will be filed with the Company’s Quarterly Report on Form 10-Q for the quarter ending on March 31, 2021.
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