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Supplementary Figure 1. The time course of the plasma concentration of  a  roflumilast and  b  

N-oxide roflumilast. Roflumilast was administered intravenously  3 h before the radioligand 

injection. The plasma concentration of roflumilast and N-oxide roflumilast was rather constant 

during  the PET measurements. The plasma concentration of N-oxide roflumilast was higher than 

that of roflumilast. 

  

 



 

Supplementary Figure 2. The relationship between PDE4 occupancy and the plasma 

concentration of N-oxide roflumilast and the sum of roflumilast and N-Oxide roflumilast.  a, c 

The relationship based on the target occupancy using VT.  b, d  The relationship based on the 

target occupancy using VT/fp.  

  

      



 

Supplementary Figure 3. The change of the free fraction (%) of (R)-[11C]rolipram at the baseline 

condition and after pretreatment with roflumilast. Before: the baseline condition, After: the 

condition after pretreatment with roflumilast. There was no clear trend of the change of the free 

fraction after the pretreatment with roflumilast. 

 

 


