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It has been a serious problem not only in Japan but worldwide that a large number of elderly
patients suffer from cerebrovascular diseases, leading to severe impairment in their activities of
daily living. However, current effective treatments are limited to recanalization of major cerebral
vessels by tissue plasminogen activator (tPA) and endovascular treatments. There is currently no
treatment available to ameliorate acute brain ischemic damage or facilitate cerebrovascular
regeneration. Therefore, it is vital to develop novel therapies for treating acute cerebral infarction

In this proposal, our ultimate aim is to treat cerebral infarcts by administering adrenomedullin.
Adrenomedullin is a peptide hormone that is naturally secreted from various tissues and known to
have various physiological effects. Several translational research projects in Japan are currently
being developed, aiming for the clinical application of adrenomedullin to ulcerative colitis or
contrast-induced nephropathy.

We have reported several favorable effects of adrenomedullin on cerebrovascular diseases,
including the suppression of inflammation and promotion of both arteriogenesis and angiogenesis.
These findings make it a promising candidate for the treatment of acute cerebral infarction.
Adrenomedullin also inhibits oxidative stress, preserves white matter integrity, and prevents
cognitive decline after chronic cerebral hypoperfusion. We have also demonstrated the safety of
combining tPA and adrenomedullin, as most patients with acute cerebral infarction will receive
combination therapy once the effectiveness of adrenomedullin is proven.

Based on these findings, we started a clinical trial for acute stroke patients to evaluate the efficacy
and safety of adrenomedullin. Enrollment of six cases was completed in 2019. At the end of the safety
evaluation period for all six cases, first interim evaluation by an independent safety evaluation
committee discussed whether the trial should continue and whether the upper age limit should be
raised to 90 years. Enrollment of the first half cohort (cases 7 onwards) resumed on April 28, 2020.
The enrollment of the first half of the cohort, consisting of 30 cases, was completed on October 6,
2020. A second interim by the committee judged that the second half of the cohort could proceed, and
case enrollment for the second half was started on January 27, 2021. The enrollment of six cases in
the second half of the cohort was completed on March 31, 2021. Similar to the first half cohort, a
third interim discussed whether the trial should continue and whether the upper age limit should
be raised to 90 years. Case enrollment for the second half cohort resumed on May 6, 2021. and was
completed on November 14, 2021. The last observation date for the last case was February 17, 2022.
Data fixation was completed on June 2rd, 2022. Subsequently, statistical analysis was conducted,

and the comprehensive report was completed on March 31, 2023.



