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Supplemental Figure S1 — MR and MsrA altered metabolic and inflammation markers in a sex-specific

manner



MilliPlex of serum from mice overnight fasted at time of sacrifice. Selected panel results of GIP (a), IL-6 (b),
MCP1 (c), PP (d), PYY (e), Resistin (f), TNFa (g), and C-Peptide (h) measured by MilliPlex. Data was log
transformed before analysis to preserve normality. Data points at lower end of detection were included as
lowest value given by the assay’s internal standard curve. Analysis was within each sex via Two-Way ANOVA
for main effects. Post-hoc analysis was performed with Sidac multiple comparisons correction to assess the
diet effect within each genotype. Graphs represent means + s.d. and all groups were 8-10 mice. (*p < 0.05; **p
<0.01)
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Supplemental Figure S2 — MR and MsrA did not alter body weight normalized respirometry

Oxygen consumption (VO2) and carbon dioxide production (VCO2) for 24hr period normalized to body weight,
analyzed via 3-Way ANOVA for light and dark cycle independently (a,d,g.j). Graphs represent mean * s.e.m.
Male and female light cycle and dark cycle Area Under the Curve (AUC) were analyzed within each sex via
Two-Way ANOVA for main effects on AUC for VO2 (b,c,e,f) and VCO2 (h,i,k,l). Post-hoc analysis was
performed with Sidac multiple comparisons correction to assess the diet effect within each genotype. Line
graphs represent means * s.e.m., bar graphs represent means + s.d., and all groups were 9-10 mice on diet
for ~8 months.



a g —— WiCD  —o KO,CD d — WwtCD -+ KO,CD
WLMR KO,MR 9 WEMR KO,MR

8000~
E 7000; £
£ 6000{_ 2
£ 5000 E
o o
@ 40004 2
3 30004 E
S S
2000} Light Cycle Dark Cycle
N © NV S q,b‘
Zeitgeber Time (Hours) Zeitgeber Time (Hours)
b c e Light Cycle f Dark Cycle
150000 C? Light Cycle 150000 4 @ Dark Cycle __ 80000 Qn 100000 4
() ) o )
=] 5 2 2 o
< < . < 60000+ g 80000
J hd 4 (] )
£ 100000 S 100000 . 2 L 00004
> > © > >
) . . 1) O 40000+ 1)
] x . £ X 400004
2 500001 ates wete & 50000 . ke g',zoooo- 8
o | o - 8‘ 8‘ 20000+
g g S g
0 r r 0 r r 0- 0-
Q & Q <& Q & Q <&
P § P F & P
&w 4&\, {.o« +oq 4{&.« 4&\,\ 4~°« *‘Os
-
C? —— WtCD  -= KO,CD — WwtCD -+ KO,CD
WLMR KO,MR 9 Wt MR KO,MR
8000+ 8000+
E 70004 E 70004
(=] (2]
% 6000+ *:E‘ 6000-
I 97 S NG
~ 50004 ~ 50004: LT INERTE L
o) o) N i ;;X?Zﬁv;:i/ ‘\&»&AE
O 40004 O 40004 A AEIR: 1 ,,\I(
Q []
S 30003 E 30003
o
S 2000}. Light Cycle Dark Cycle > 2000} Light Cycle Dark Cycle
N © & RS o> N © v N P>
Zeitgeber Time (Hours) Zeitgeber Time (Hours)
h i k |
__ 150000 3 Lightcycle __ 1500007 (§  DarkCycle __ 800007 Q  Light Cycle __ 1000009 Q  Dark Cycle
)
2 2 2 ) 2 800001 * .
% % . < 60000 %
2 . 2 1000004 - 2
S 100000 . ) . . g S 600001
© . . © © 40000+ o
) 5 S 5 40000+
5 500004 Q 500004 3 a
S o) & 200001 S 20000-
g g g g
> 0- 0- 0- 0-

e & ¢
& &

Supplemental Figure S3 — MR and MsrA did not alter lean weight normalized respirometiry

Oxygen consumption (VO2) and carbon dioxide production (VCO2) for 24hr period normalized to lean mass,
analyzed via 3-Way ANOVA for light and dark cycle independently (a,d,g,j). Graphs represent mean * s.e.m.
Male and female light cycle and dark cycle Area Under the Curve (AUC) were analyzed within each sex via
Two-Way ANOVA for main effects on AUC for VO2 (b,c,e,f) and VCO2 (h,i,k,l). Post-hoc analysis was
performed with Sidac multiple comparisons correction to assess the diet effect within each genotype. Line
graphs represent means * s.e.m., bar graphs represent means + s.d., and all groups were 9-10 mice on diet
for ~8 months. (*p < 0.05; **p < 0.01)
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Supplemental Figure S4 — MR and MsrA have minimal effect on liver oxidative stress proteins

Various proteins as measured by Western Blot from liver homogenates — pAkt(S473) to Total Akt ratio (a),
GPX1 (b), GPX4 (c), 4-Hydroxynonenal (HNE) (d), and SOD2 (e). Expression normalized to total protein by
Ponceau S staining and to a control sample for between membrane comparison. Analysis was within each sex
via Two-Way ANOVA for main effects. Post-hoc analysis was performed with Sidac multiple comparisons
correction to assess the diet effect within each genotype. Graphs represent means * s.d. and all groups were
3-4 mice. (*p < 0.05)
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Supplemental Figure S5 — MR and MsrA have minimal effect on skeletal muscle oxidative stress
proteins

Various proteins as measured by Western Blot from skeletal muscle homogenates — pAkt(S473) to Total Akt
ratio (a), 4-Hydroxynonenal (HNE) (b), and SOD2 (¢). Expression normalized to total protein by Ponceau S
staining and to a control sample for between membrane comparison. Analysis was within each sex via Two-
Way ANOVA for main effects. Post-hoc analysis was performed with Sidac multiple comparisons correction to
assess the diet effect within each genotype. Graphs represent means * s.d. and all groups were 3-4 mice. (*p
<0.05)



