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Supplemental Figure S1. A pilot experiment using female mice derived from WT or KO parents 
(not littermates) that led to studying littermates from heterozygote parents using CD and HFD 
(see Fig. 1); and developmental weight gain in littermate WT and KO mice. After noting that 
miR-155 KO mice from KO parents weighed less than WT mice, we placed mice on HFD. (a) miR-
155 KO mice gained significantly less BW on HFD than WT mice. miR-155 KO mice on HFD 
weighed significantly less than HFD WT mice from 4-12 weeks after HFD start. Overall, miR-155 
KO HFD mice weighed significantly less than WT HFD mice. (b) miR-155 KO mice gained 
significantly less weight from the start of the experiment. (c) Gonadal WAT from miR-155 KO 
mice weighed significantly less than WT WAT. (d) miR-155 KO mice on HFD recovered from 
glucose challenge significantly faster than WT mice. (e,f) Developmental weight gain was similar 
in WT and miR-155 KO mice (females, e; males, f) from heterozygote parents.  (g) miR-155-5p 
was not expressed in WAT from female KO mice. * indicates p < 0.05. 
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Supplemental Figure S2. Female miR-155 KO mice display altered energetics and metabolism 
(see also Fig. 3). In Fig. 3e-h, only HFD data are presented for clarity. Here, CD and HFD data are 
presented together. (a) Compared to WT mice, miR-155 KO mice fed HFD improved glucose 
clearance. At 60 min post-glucose challenge, miR-155 KO mice fed HFD improved glucose 
clearance by 39%. (b) After overnight fast, miR-155 KO mice had exaggerated BW loss 
compared to WT mice (HFD only). (c,d) Compared to WT mice, miR-155 KO mice fed HFD 
increased energy expenditure. (e,f) Respiratory exchange ratio was reduced in mice fed HFD; 
however, there were no significant differences in respiratory exchange ratio between 
genotypes. (g) Female miR-155 KO mice did not have significantly altered rectal temperature 
throughout the day.  
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Supplemental Figure S3. Male miR-155 KO mice do not show altered energetics and 
metabolism (see also Fig. 3). In Fig. 3m-p, only HFD data are presented for clarity. Here, CD and 
HFD data are presented together. (a) WT and miR-155 KO mice had similar glucose clearance. 
(b) After overnight fast, WT and miR-155 KO mice had similar BW loss. (c,d) Energy expenditure 
was not significantly different between genotypes. (e,f) Respiratory exchange ratio was reduced 
in mice fed HFD; however, there were no significant differences in respiratory exchange ratio 
between genotypes.  
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Supplemental Table S1. miR-155-5p validated (red) and predicted mRNA targets. Analysis of 
potential targets were performed using Targetscan.org, microrna.org, mirbase.org, and the 
microRNA resource from Thomas Jefferson University. Validated targets were identified in 
published studies (see text for citations). 
 


