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i Organisms can maintain and regenerate tissues for a long period of time by
the mechanism termed as tissue homeostasis, but this mechanism has not been clarified yet. We found

that retinoic acid (RA) receptor agonists irreversibly block the regeneration of zebrafish fin, and
in this study, we analyzed the mechanism of action of the agonists. We revealed that (1) agonists
generate excessive RA signals, but paradoxically, strong and sustained feedback inhibition is
induced via the downstream target Cyp26. (2) The induced Cyp26 degrades RA, resulting in acute RA

clearance. (3) it was shown that the agonist induces the cessation of RA signal, which leads to the
loss of regeneration after several days.



Fof Shibata et a. 2016. Development 143; 2021-2929
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