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Methods

•	 �'�S�Q�T�S�Y�R�H�����������'���������F�Y�P�S�\�M�F�Y�X�M�H�
���M�W���E���¼�V�W�X���M�R���G�P�E�W�W�����P�S�[���Q�S�P�I�G�Y�P�E�V���[�I�M�K�L�X�����S�V�E�P�P�]���E�Z�E�M�P�E�F�P�I�����W�I�P�I�G�X�M�Z�I�����L�M�K�L�� 
�E�¾�R�M�X�]���E�R�K�M�S�X�I�R�W�M�R���-�-���X�]�T�I�������V�I�G�I�T�X�S�V�����%�8���6�
���E�K�S�R�M�W�X�����%�8�6�%�+�����*�M�K�Y�V�I�����
���G�Y�V�V�I�R�X�P�]���M�R���G�P�M�R�M�G�E�P���H�I�Z�I�P�S�T�Q�I�R�X���J�S�V��
�M�H�M�S�T�E�X�L�M�G���T�Y�P�Q�S�R�E�V�]���¼�F�V�S�W�M�W�����-�4�*�
����

•	 �4�Y�P�Q�S�R�E�V�]���L�]�T�I�V�X�I�R�W�M�S�R�����4�,�
���M�W���G�S�Q�Q�S�R���M�R���-�4�*���E�R�H���M�W���E�W�W�S�G�M�E�X�I�H���[�M�X�L���W�]�W�X�I�Q�M�G���I�R�H�S�X�L�I�P�M�E�P���H�]�W�J�Y�R�G�X�M�S�R1,  
a condition characterized by impaired production of vasodilatory nitric oxide (NO) by the endothelium. 

•	 �'�������L�E�W���E���Q�Y�P�X�M�Q�S�H�E�P���Q�I�G�L�E�R�M�W�Q���S�J���E�G�X�M�S�R�����*�M�K�Y�V�I�����
�����M�R�G�P�Y�H�M�R�K���V�I�P�I�E�W�I���S�J���2�3���J�V�S�Q���L�Y�Q�E�R���I�R�H�S�X�L�I�P�M�E�P��
cells in vitro2. 

•	 �8�S���W�X�Y�H�]���T�S�X�I�R�X�M�E�P���H�S�W�I���H�I�T�I�R�H�I�R�X���P�S�G�E�P���Z�E�W�S�H�M�P�E�X�S�V�]���I�J�J�I�G�X�W���S�J���'�������M�R���L�I�E�P�X�L�]���W�Y�F�N�I�G�X�W���Y�W�M�R�K���Z�I�R�S�Y�W�� 
�S�G�G�P�Y�W�M�S�R���T�P�I�X�L�]�W�Q�S�K�V�E�T�L�]���[�M�X�L���M�R�X�V�E���E�V�X�I�V�M�E�P���H�V�Y�K���M�R�J�Y�W�M�S�R��

•	 �'�S�Q�T�E�V�I�H���X�S���F�E�W�I�P�M�R�I���������'�������M�R�G�V�I�E�W�I�H���X�L�I���Q�I�E�R���J�S�V�I�E�V�Q���F�P�S�S�H���½�S�[���Y�T���X�S�����������	���E�X���X�L�I���L�M�K�L�I�W�X���H�S�W�I���S�J����������
�¥�K���Q�M�R�����T�!�����������
�����*�M�K�Y�V�I�����
�����[�M�X�L�S�Y�X���G�P�M�R�M�G�E�P�P�]���W�M�K�R�M�¼�G�E�R�X���G�L�E�R�K�I�W���M�R���Z�M�X�E�P���W�M�K�R�W�����)�'�+�W���S�V���G�P�M�R�M�G�E�P���P�E�F�S�V�E�X�S�V�]��
�Z�E�P�Y�I�W���x

•	 �7�X�E�X�M�W�X�M�G�E�P�P�]���W�M�K�R�M�¼�G�E�R�X���H�M�J�J�I�V�I�R�G�I�W���M�R���*�&�*���[�I�V�I���E�P�W�S���S�F�W�I�V�Z�I�H���J�S�V���X�L�I���������������������E�R�H���������Z�W�������¥�K���Q�M�R���H�S�W�I�W�����J�S�V���X�L�I��
���������������������E�R�H���������Z�W���������¥�K���Q�M�R���H�S�W�I�W�����J�S�V���X�L�I�����������Z�W���������¥�K���Q�M�R���H�S�W�I�W���E�R�H���J�S�V���X�L�I�����������Z�W�����������¥�K���Q�M�R���H�S�W�I�W��

•	 Two mild adverse events assessed by the investigator as unrelated to C21 were observed.
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•	 �4�L�E�W�I���������S�T�I�R���P�E�F�I�P�����W�M�R�K�P�I���G�I�R�X�V�I���Q�E�P�I���W�Y�F�N�I�G�X�W�����Q�I�E�R���E�K�I�����������R�!���
��
•	 �7�Y�F�N�I�G�X�W���[�I�V�I���T�P�E�G�I�H���V�I�W�X�M�R�K���M�R���E���G�S�Q�J�S�V�X�E�F�P�I���W�Y�T�M�R�I���T�S�W�M�X�M�S�R���M�R���E���U�Y�M�I�X���V�S�S�Q���[�M�X�L���R�S�V�Q�E�P���V�S�S�Q���X�I�Q�T�I�V�E��

ture with both forearms positioned above the level of the heart. 
•	 Cuffs were placed on the widest part of both forearms and smaller cuffs were placed around each wrist 
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•	 �'�������W�S�P�Y�X�M�S�R�W���[�I�V�I���M�R�J�Y�W�I�H���X�L�V�S�Y�K�L���E���G�E�X�L�I�X�I�V���T�P�E�G�I�H���M�R���X�L�I���F�V�E�G�L�M�E�P���E�V�X�I�V�]���S�J���X�L�I���R�S�R���H�S�Q�M�R�E�R�X���E�V�Q�� 
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�E�V�Q�W���W�M�Q�Y�P�X�E�R�I�S�Y�W�P�]���Y�W�M�R�K���E���'�)���Q�E�V�O�I�H�����E�Y�X�S�Q�E�X�I�H���W�X�V�E�M�R���K�E�Y�K�I���Z�I�R�S�Y�W���S�G�G�P�Y�W�M�S�R���T�P�I�X�L�]�W�Q�S�K�V�E�T�L�]��
�I�U�Y�M�T�Q�I�R�X�����&�I�V�K�I�R�L�I�M�Q�����)�P�I�O�X�V�S�Q�I�H�M�G�M�R�����+�S�X�L�I�R�F�Y�V�K�����7�[�I�H�I�R�
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�E�H�Q�M�R�M�W�X�I�V�I�H���M�R�X�V�E���E�V�X�I�V�M�E�P�P�]���J�S�V�������Q�M�R�Y�X�I�W���[�M�X�L���E�R���M�R�J�Y�W�M�S�R���V�E�X�I���S�J�������S�V�������Q�0���Q�M�R�����*�M�K�Y�V�I�����
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•	 �%�R���M�R�½�E�X�M�S�R���T�V�I�W�W�Y�V�I���S�J���������Q�Q�,�K���[�E�W���Y�W�I�H���J�S�V���M�R�X�I�V�Z�E�P�W���S�J���E�T�T�V�S�\�M�Q�E�X�I�P�]�������W�I�G�S�R�H�W���J�S�P�P�S�[�I�H���F�]�� 
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�����8�L�I���[�V�M�W�X���G�Y�J�J���[�E�W�� 
�M�R�½�E�X�I�H���X�S�����������Q�Q�,�K���[�M�X�L�M�R���������W�I�G�S�R�H�W���F�I�J�S�V�I���I�E�G�L���Q�I�E�W�Y�V�I�Q�I�R�X���X�S���I�\�G�P�Y�H�I���X�L�I���L�E�R�H���G�M�V�G�Y�P�E�X�M�S�R����

•	 Safety assessments during the study included recording of adverse events, vital signs (blood pressure, 
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Figure 1. �6�I�R�M�R���E�R�K�M�S�X�I�R�W�M�R���W�]�W�X�I�Q���E�R�H���%�8���6���E�K�S�R�M�W�X�����%�8�6�%�+�
���'����

Figure 3a. Venous occlusion plethysmography 
�[�M�X�L���M�R�X�V�E���E�V�X�I�V�M�E�P���H�V�Y�K���M�R�J�Y�W�M�S�R

Figure 4. Dosing and measurement 
�½�S�[���G�L�E�V�X���J�S�V���'�������M�R�J�Y�W�M�S�R�W

Figure 3b. �%�Y�X�S�Q�E�X�I�H���W�X�V�E�M�R���K�E�Y�K�I���Z�I�R�S�Y�W���S�G�G�P�Y�W�M�S�R���T�P�I�X�L�]�W��
�Q�S�K�V�E�T�L�]���I�U�Y�M�T�Q�I�R�X

Figure 5. �)�J�J�I�G�X�W���S�J���'�������S�R���J�S�V�I�E�V�Q���F�P�S�S�H���½�S�[

�'�����!�'�S�Q�T�S�Y�R�H�����������*�&�*�!�J�S�V�I�E�V�Q���F�P�S�S�H���½�S�[�����R�!�R�Y�Q�F�I�V���S�J���W�Y�F�N�I�G�X�W���� 
�&�E�W�I�P�M�R�I���V�I�J�I�V�W���X�S���I�E�G�L���E�V�Q�…�W���V�I�W�T�I�G�X�M�Z�I���F�E�W�I�P�M�R�I���Q�I�E�W�Y�V�I�Q�I�R�X�����)�V�V�S�V���F�E�V�W���V�I�T�V�I�W�I�R�X���7�X�E�R�H�E�V�H���(�I�Z�M�E�X�M�S�R�����7�(�
����

* baseline measurement
Figure 2. �1�Y�P�X�M�Q�S�H�E�P���Q�I�G�L�E�R�M�W�Q���S�J���%�8�6�%�+�W

Conclusions and Discussion
•	 Venous occlusion plethysmography is a safe and useful 

method for investigating vasodilatory effects, target engage -
ment and dose-dependency of novel vasoactive agents such 
as ATRAGs in an early exploratory clinical study setting.

•	 Vasodilation by AT2R agonists is mediated by NO released 
from the endothelium 2,3. The current results show that this 
can be achieved in man with clinically relevant doses of C21. 

•	 �8�L�I���M�Q�T�E�M�V�I�H���V�I�P�I�E�W�I���S�J���2�3���M�W���E���H�I�¼�R�M�R�K���J�I�E�X�Y�V�I���S�J���I�R�H�S�X�L�I�P�M�E�P��
dysfunction, a trigger of vascular diseases such as pulmonary 
hypertension.

•	 Results of this study warrant further clinical studies of C21 in 
diseases where endothelial dysfunction is a key factor in the 
pathogenesis.

•	 Vicore are initiating a proof of principle clinical trial of C21 in 
pulmonary hypertension.


