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Figure S1. Changes in body weight of WT and NOD1 KO mice under CHD or fed HFD. The 
data show the weights of 15 mice per condition (a.) and the tissue weight at week 6 of follow-up, 
expressed as mg of tissue per animal (b.). Results show the mean+S.E.M. per nutritional 
condition and genetic background. *P<0.05; ***P<0.005 vs. the corresponding condition in WT 

mice. ns, not statistically significant.  

  
 
 
 



 
  
  
Figure S2. Evaluation of animal parameters after CHD or HFD in metabolic cages. 
Animals were fed under the indicated regimes and the food and beverage intake, and the 
movement were recorded in periods of 12h. Results show the mean+S.E.M. of 6 animals per 
nutritional condition and genetic background. ***P<0.005 vs. the corresponding condition in WT 

mice. ns, not statistically significant.  

  
 
 

 



 
 
Figure S3. Recovery of WT and NOD1 KO mice after HFD. Animals (n=4 for each condition) 
were fed for 4 weeks HFD. After feeding for two additional weeks with CHD, samples of liver 
were analyzed by eosin and hematoxylin staining or with Oil-red O staining to evaluate lipid 
accumulation. The number of oil red ‘dots’ per field was quantified. Results show a 
representative histochemistry and the mean+S.E.M. of the red dots in at least four equivalent 
fields. ****P<0.001 vs. the corresponding condition in the dietary reversed WT mice. 
 
 
 
 
 
 



 
 
Figure S4. HFD activates NOD1 in WT mice. Animals were fed HFD for 6 weeks and the 
levels of liver NOD1, phopho-RIPK2 and RIPK2 were determined by immunoblot.  Results 
show a representative blot and the mean+S.E.M. from 6 animals. *P<0.05 vs. the 

corresponding condition in CHD. ns, not statistically significant.  

 
 
 
 
  
 

 
 
Figure S5. NOD1 activation under CHD promotes changes in hepatic bile acid 
metabolism markers similar to those achieved under HFD. Animals were fed CHD and 
administered for 24h the NOD1 activator iE-DAP, or fed HFD for 6 weeks. The hepatic mRNA 
levels of Cyp7a1 and Slc10a1 were determined. Results show the mean+S.E.M. of 6 animals. 
*P<0.05, **P<0.01, ****P<0.001 vs. the CHD condition.  
 
  



 
 
Figure S6. mRNA levels of Ucp1 and Dio2 in BAT and Dio1 in liver in WT and NOD1 
deficient mice under HFD. Animals were fed HFD for 6 weeks and the levels of the 
corresponding genes were determined using specific Taqman probes (a.-c.). Results show the 

mean+S.E.M. of 6 animals. ***P<0.005 vs. the WT condition. ns, not statistically significant. 
  
   



 
 
Figure S7. Microbiota taxonomic abundances. Boxplots of gut microbiota taxonomic groups 
(family and genera) in which at least one significant difference was detected between treatment 
groups. Significant differences (P<0.05) between respective treatment groups are indicated 
with a bar and an asterisk (*).   
  
  

  



Glut4 -

Gapdh -

WT                NOD1KO

pAkt -

Gapdh -

Akt -

Figure 3c

eWAT eWAT



HFD (6 weeks)

WT                        NOD1KO

Figure 4a



HFD (6 weeks)

WT                        NOD1KO

Figure 4d



Reversion: 
4 weeks HFD  2 weeks CHD

WT                        NOD1KO

Suppl. Figure S3



Suppl. Figure S4

NOD1-

RIPK2-

α-tubulin-

CHD                  HFD
CHD CHD HFD

Liver

pRIPK2-


