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Supplementary Figure S1. Regorafenib significantly decreases astrocyte activation in the cortex in 
5x FAD mice. (A-J) 3-month-old 5x FAD mice were injected with regorafenib (30 mg/kg, i.p.) or 
vehicle (2% DMSO + 30% PEG + 5% Tween80) daily for 2 weeks, and immunohistochemistry was 
performed with anti-Iba-1 or anti-GFAP antibodies. Representative images of the cortex (A, F) and 
hippocampus (C, H) are shown. (B, D, E) Quantification of data from A (cortex: vehicle, n=4 mice; 
regorafenib, n=4 mice) and C (CA and DG: vehicle, n=4 mice; regorafenib, n=4 mice). (G, I, J) 
Quantification of data from F (cortex: vehicle, n=4 mice; regorafenib, n=4 mice) and H (CA and DG: 
vehicle, n=4 mice; regorafenib, n=4 mice). Data are mean ± SEM, two-tailed Welch’s adjusted t-test.  
**p<0.01. 

 
Supplementary Figure S2. Regorafenib does not alter -secretase ADAM17 levels in the brain in 5x 
FAD mice. (A-E) 3-month-old 5x FAD mice were injected with regorafenib (30 mg/kg, i.p.) or vehicle 
(2% DMSO + 30% PEG + 5% Tween80) daily for 2 weeks, and immunohistochemistry was 
performed with an anti-ADAM17 antibody. Representative images of the cortex (A) and 
hippocampus (C) are shown. (B, D, E) Quantification of data from A (cortex: vehicle, n=4 mice; 
regorafenib, n=4 mice) and C (CA and DG: vehicle, n=4 mice; regorafenib, n=4 mice). Data are mean 
± SEM, two-tailed Welch’s adjusted t-test. 



 
Supplementary Figure S3. Regorafenib does not alter levels of the A degradation enzyme NEP in 
the brain in 5x FAD mice. (A-E) 3-month-old 5x FAD mice were injected with regorafenib (30 mg/kg, 
i.p.) or vehicle (2% DMSO + 30% PEG + 5% Tween80) daily for 2 weeks, and immunohistochemistry 
was performed with an anti-NEP antibody. Representative images of the cortex (A) and 
hippocampus (C) are shown. (B, D, E) Quantification of data from A (cortex: vehicle, n=5 mice; 
regorafenib, n=5 mice) and C (CA and DG: vehicle, n=5 mice; regorafenib, n=5 mice). Data are mean 
± SEM, two-tailed Welch’s adjusted t-test. 

 



Supplementary Figure S4. Regorafenib does not affect levels of the autophagy-related protein 
ATG5 in the brain in 5x FAD mice. (A-E) 3-month-old 5x FAD mice were injected with regorafenib 
(30 mg/kg, i.p.) or vehicle (2% DMSO + 30% PEG + 5% Tween80) daily for 2 weeks, and 
immunohistochemistry was performed with an anti-ATG5 antibody. Representative images of the 
cortex (A) and hippocampus (C) are shown. (B, D, E) Quantification of data from A (cortex: vehicle, 
n=4 mice; regorafenib, n=4 mice) and C (CA and DG: vehicle, n=4 mice; regorafenib, n=4 mice). Data 
are mean ± SEM, two-tailed Welch’s adjusted t-test. 

 
Supplementary Figure S5. Regorafenib does not alter phosphorylation of tau at S202, T205 and 
T231 in the brain in 5x FAD mice. (A-J) 3-month-old 5x FAD mice were injected with regorafenib (30 
mg/kg, i.p.) or vehicle (2% DMSO + 30% PEG + 5% Tween80) daily for 2 weeks, and 
immunohistochemistry was performed with anti-AT8 or anti-AT180 antibodies. Representative 
images of the cortex (A, F) and hippocampus (C, H) are shown. (B, D, E) Quantification of data from 
A (cortex: vehicle, n=4 mice; regorafenib, n=4 mice) and C (CA and DG: vehicle, n=4 mice; 
regorafenib, n=4 mice). (G, I, J) Quantification of data from F (cortex: vehicle, n=4 mice; regorafenib, 
n=4 mice) and H (CA and DG: vehicle, n=4 mice; regorafenib, n=4 mice). Data are mean ± SEM, two-
tailed Welch’s adjusted t-test. 



 Supplementary Figure S6. Regorafenib significantly reduces Tau-5 levels in the cortex in 5x FAD 
mice. (A-E) 3-month-old 5x FAD mice were injected with regorafenib (30 mg/kg, i.p.) or vehicle (2% 
DMSO + 30% PEG + 5% Tween80) daily for 2 weeks, and immunohistochemistry was performed 
with an anti-Tau-5 antibody. Representative images of the cortex (A) and hippocampus (C) are 
shown. (B, D, E) Quantification of data from A (cortex: vehicle, n=3 mice; regorafenib, n=4 mice) and 
C (CA and DG: vehicle, n=3 mice; regorafenib, n=4 mice). Data are mean ± SEM, two-tailed Welch’s 
adjusted t-test. ***p<0.001. 


