Supplementary Table S1. Aging, genotype, melatonin effect on clock gene expression in WT and NLRP3” mice. Significant differences
determined by Tukey multiple comparison of mean post-hoc test after Multifactorial- ANOVA.

Table S1.1. TRANSCRIPT: Clock. Post-hoc test: Tukey multiple comparison of mean

Aging effect on WT Genotype effect Melatonin effect on WT Melatonin effect on NLRP3”
Hour Comparison P value | Hour Comparison P value | Hour Comparison P value | Hour Comparison P value
NLRP37Y vs
A /-
. Y vs OA <0.05 NLRP3” Y vs NLRP3"EA | <0.05 0 Y vs OA + aMT <0.05 NLRP3“OA + aMT <0.05
NLRP3” Y vs NLRP3" NLRP3"EA vs
EA vs OA <0.05 OA <0.05 ] Y vs OA + aMT <0.05 0 NLRP3“EA + aMT <0.05
NLRP3" EA vs NLRP3" EA vs EA + NLRP37OA vs
Y vs EA <0.05 0 OA <0.05 aMT <0.05 NLRP3"“OA + aMT <0.05
WT EA +aMT vs
/-
6 Y vs OA <0.05 WT EA vs NLRP3”"EA <0.05 o Y vs OA +aMT <0.05 NLRP3" EA + aMT <0.05
OA vs OA + WT OA + aMT vs
/-
EA vs OA <0.05 WT OA vs NLRP3”- OA <0.05 aMT <0.05 6 NLRP3-- OA + aMT <0.05
NLRP3” Y vs NLRP3" NLRP3” Y vs
12 EA vs OA <0.05 OA <0.05 Y vs EA +aMT <0.05 NLRP3EA + aMT <0.05
NLRP3” EA vs NLRP3" NLRP3” Y vs
" Y vs OA <0.05 6 OA <0.05 18 Y vs OA +aMT <0.05 18 NLRP3OA + aMT <0.05
EA vs EA + WT EA + aMT vs
/-
EA vs OA <0.05 WT EA vs NLRP3"EA <0.05 aMT <0.05 NLRP3" EA + aMT <0.05
NLRP3 Y vs NLRP3“EA | <0.05 OA :;ACT)A 1 <005
12 NLRP3" EA vs NLRP3" <0.05
OA )
NLRP3” Y vs NLRP37EA | <0.05
NLRP3” Y vs NLRP3"
18 OA <0.05
NLRP3” EA vs NLRP3"
OA <0.05




Table S1.2. TRANSCRIPT: Bmall. Post-hoc test: Tukey multiple comparison of mean

Aging effect on WT

Genotype effect

Melatonin effect on WT

Melatonin effect on NLRP3”

Hour Comparison P value | Hour Comparison P value Hour Comparison P value | Hour Comparison P value
o Y vs EA <0.001 0 I;I\ILL%;}%XS <0.001 o Y vs EA +aMT | <0.001 o NL%?}%;EV&T <0.001
Y vs OA <0.001 I\Igﬁlgi}_gf <0.001 Y vs OA +aMT | <0.001 N‘gg}_ . zl\gm <0.001
] Y vs EA <0001 | 6 | WTY VSYNLRP3'/' <0.01 | YvsEAramT | <005 | NLI;I};I;%;E:‘LT <0.001
EA vs OA <005 | 12 Nlﬁgf,;_fg S <005 Y vs OA +aMT | <0.05 NERLPR;,%ff;&T <0.001
" Y vs EA <0.001 I;I\ILL%;}_EXS <0.001 Y vs EA +aMT | <0.001 NL%?E%;K ZTVH <0.05
Y vs OA <0001 | 18 T\Iliﬁz%f <0.001 Y vs OA +aMT | <0.001 | 18 NL%?fg;tﬁhT <0.001
WIY VSYNLRP}/' <0001 | ' | EAvsEA+aMT | <0.001 Nvggplg/j_ J}; zl\frl;l\v/lsT <0.001

EA +021ng Vs <0.001

B | o




Table S1.3. TRANSCRIPT: Per2. Post-hoc test: Tukey multiple comparison of mean

Aging effect on WT Genotype effect Velatonin effect on WT Melatonin effect on NLRP3”
Hour | Comparison | P value | Hour Comparison P value | Hour Comparison P value | Hour Comparison Val;ue
- -
0 Y vs EA <0.05 NLRP3” Y vs NLRP3"-OA <0.05 6 Y vs EA + aMT <0.05 NLRP3™Y \S\}[\IFLRP?’ EA+ <0.05
-/- -/- /- /-
EA vs OA <0.05 NLRP3” EA vs NLRP3 <0.05 OA vs OA + aMT <0.05 0 NLRP37EA vs NLRP3EA + <0.05
0 OA aMT
- -
6 Y vs OA <0.05 WT EA vs NLRP37EA <0.05 12 Y vs EA + aMT <0.05 NLRP3TOA :&I]\ILRP3 OA+ <0.05
- -
EAvsOA | <0.05 WT OA vs NLRP3“OA | <0.05 EA vs EA +aMT | <0.05 ‘ NLRP3™Y ZTV}\}LRM EA+ 1 <0.05
/-
YvsEA | <0.05 NLRP3" Y vs NLRP3EA | <0.05 Y vs EA +aMT | <0.05 WT OA+ ahfFEK/ISTNLRP 3TOA L 605
-/- -/- -/ -/
B 1 yysoa | <00s | 6 | NLRPITEAVSNLRPS <005 | ;g | YVsOA+aMT | <0.05 NLRPSTEA vs NLRPSTEA+ 1 4 05
OA aMT
- /-
EA vs OA <0.05 WT EA vs NLRP3"EA <0.05 EA vs EA +aMT | <0.05 NLRP37OA :&I}ILRPE' OA+ <0.05
12 NLRP3” Y vs NLRP3"EA <0.05 OA vs OA +aMT <0.05 WTY vs NLRP37Y <0.05
NLRP3" Y vs NLRP3“OA | <0.05 12 WT EA vs NLRP3*“EA <0.05
NLRP3" Y vs NLRP3"-OA <0.05 WT OA vs NLRP3”~ OA <0.05
NLRP3” EA vs NLRP3" WT EA + aMT vs NLRP3”- EA
OA <0.05 + aMT <0.05
/-
WTY vs NLRP3"Y <0.05 WT OA +aMT vs NLRP3OA | 5
18 +aMT
- /-
WT EA vs NLRP37EA <0.05 NLRP3™Y \;i/II\IFLRP3 EA+ <0.05
- -
s NLRP37"-0OA ;/;/II}ILRP?) OA + <0.05
/-
WT OA vs NLRP3”- OA <0.05 WT EA + aMT vs NLRP3" EA 005
+aMT )
/-
WT OA + aMT vs NLRP3”- OA <0.05

+aMT




Table S1.4. TRANSCRIPT: Chrono. Post-hoc test: Tukey multiple comparison of mean

Aging effect on WT Genotype effect Melatonin effect on WT Melatonin effect on NLRP3”-
Hour Comparison | P value | Hour Comparison P value | Hour Comparison P value | Hour Comparison vaIl’ue
- /-
Y vs EA <0.05 NLRP3” Y vs NLRP3"-EA <0.05 Y vs EA + aMT <0.05 NLRP3™Y \;sl\}[\,]rLRP3 EA+ <0.05
/- /-
6 Y vs OA <0.05 NLRP3” Y vs NLRP3"OA | <0.05 0 Y vs OA + aMT <0.05 NLRP3 ™Y \;SI\EI\I%RPS OA+ <0.05
- -
EA vs OA <0.05 0 WTY vs NLRP3"Y <0.05 EA vs EA +aMT <0.05 0 NLRP3TEA :;AI}ILRP3 EA+ <0.05
- -
Y vs EA <0.05 WT EA vs NLRP3“EA | <0.05 OA vs OA +aMT | <0.05 NLRP3™OA :&?LRP 3TOAT T 05
-
12 Y vs OA <0.05 WT OA vs NLRP3”-OA <0.05 Y vs EA +aMT <0.05 WTEA + al\j[r”l;;/IsTNLRm EA <0.05
/-
EA vs OA <0.05 NLRP3” Y vs NLRP3""EA | <0.05 6 Y vs OA +aMT <0.05 WTOA + al\fl;l\\;lsTNLRP3 OA <0.05
/- /-
18 Y vs OA <0.05 6 NLRP3” Y vs NLRP37"OA | <0.05 EA vs EA +aMT | <0.05 NLRP3™Y Z;/II\,]FLRP3 EA+ <0.05
/- /-
EAvsOA | <0.05 WT EA vs NLRP3" EA <0.05 Y vs EA +aMT | <0.05 6 NLRP3TY ‘;LI\ITLRB OA* 1 005
/- -
WT OA vs NLRP3”-OA <0.05 1 Y vs OA +aMT <0.05 NLRP3TEA ;;41%1LRP3 EA+ <0.05
/- /-
NLRP3” Y vs NLRP3"EA <0.05 EA vs EA + aMT <0.05 NLRP3™Y \;sl\}[\.]FLRP3 EA+ <0.05
- /-
NLRP3”Y vs NLRP37-OA | <0.05 OA vs OA +aMT | <0.05 NLRP3™EA :&{}ILRB EA+ <0.05
- -
12 WT Y vs NLRP3* Y <0.05 YvsEA+aMT | <005 | 12 | NLRP3TOA aVIf/II;LRP 3T0AT 1 05
-
WT EA vs NLRP3“EA | <005 | ' | YvsOA+aMT | <005 WTEA =+ al\gl\VASTNLRm EA T <005
/-
WT OA vs NLRP3“OA | <0.05 EA vs EA +aMT | <0.05 WT OA +aMT vs NLRP3TOA | s

+aMT




Table S1.4. TRANSCRIPT: Chrono. Post-hoc test: Tukey multiple comparison of mean (continued)

Aging effect on WT Genotype effect Melatonin effect on WT Melatonin effect on NLRP3”-
Hour Comparison | P value | Hour Comparison P value | Hour Comparison P value | Hour Comparison vaIl’ue
- -
NLRP3” Y vs NLRP37-OA | <0.05 18 OA vs OA +aMT | <0.05 NLRP3™Y \;?\}[\II,LRM OA+ <0.05
-/- -/- -/- /-
NLRP3”- EA vs NLRP3 <0.05 NLRP3”-OA vs NLRP3”-OA + <0.05
18 OA 18 aMT
-
WT Y vs NLRP3"Y <0.05 WTEA +aMT vs NLRPITEA | 5
+ aMT
/-
WT EA vs NLRP3“EA | <0.05 WT OA +aMT vs NLRP3OA | o5
+ aMT
WT OA vs NLRP3-OA <0.05




Table S1.5. TRANSCRIPT: Rev-erba. Post-hoc test: Tukey multiple comparison of mean

Aging effect on WT Genotype effect Melatonin_effect on WT Melatonin_effect on NLRP3"
Hour Comparison | P value | Hour Comparison P value | Hour Comparison P value | Hour Comparison VaIl)ue
0 Y vs EA <005 | |, | NLRP3"YvsNLRP3“EA | <0.05 s | YvsEA+aMT | <005 NLRP3Y Z;ELRP}LEA "] <005
EAvsOA | <0.05 NLRP3* Eg N NLRP3™ | 05 Y vs OA+aMT | <0.05 6 NLRP3*Y VaiANTLRP}/"OA ] <005
. Y vs EA <005 | | NLRP3"Y vsNLRP3“EA | <0.05 Y vs EA+aMT | <0.05 NLRP3*Y ;iﬁLRP}/_EA "] <005
Y vs OA <0.05 NLRP3“Y vs NLRP3"OA | <005 | . | YvsOA+aMT | <005 | NLRP3*Y ;?\AI\;LRP}/"OA ] <005
Y vs EA <0.05 NLRP3" Y vs NLRP3“EA | <0.05 EA vs EA +aMT | <0.05 NLRP3™ EA;I\SAI%ILRB TEAT 005
12 YvsO0A | <005 | '2 | NLRP3-Y vs NLRP3-0A | <0.05 OA vs OA +aMT | <0.05 NLRP3~ OA;I\S/II;LRP}/'OA "1 <0.05
EAvsOA | <0.05 NLRP3™ Eg N NLRP3™ 14 05 Y vs EA +aMT | <0.05 NLRP3 Y Z;ELRB TEAT 005
8 | yysoatamT | <005 | 8 | NLRP3TY ﬁvII\ITLRP 3T0AT | 05
EA vs EA +aMT | <0.05 NLRP3* EA;I\S/II;ILRP}/'EA T ] <005




Table S1.6. TRANSCRIPT:

Rora. Post-hoc test: Tukey multiple comparison of mean

Aging effect on WT Genotype effect Melatonin effect on WT Melatonin effect on NLRP3”
Hour | Comparison | P value | Hour Comparison P Hour Comparison P value | Hour Comparison P
value value
0 Y vs OA <0.05 NLRP3” Y vs NLRP3""EA | <0.05 0 Y vs EA + aMT <0.05 0 NLRP3”Y vs NLRP37EA +aMT | <0.05
6 Y vs OA <0.05 0 NLRP3” Y vs NLRP3"-OA | <0.05 OA vs OA +aMT <0.05 NLRP3”Y vs NLRP37"OA + aMT | <0.05
EA vs OA <0.05 WTY vs NLRP3""Y <0.05 6 Y vs OA +aMT <0.05 NLRP3”Y vs NLRP37EA +aMT | <0.05
18 EA vs OA <0.05 NLRP3” Y vs NLRP3""EA | <0.05 D Y vs OA +aMT <0.05 6 NLRP3”Y vs NLRP37"OA +aMT | <0.05
/- /-
NLRP3” Y vs NLRP3"-OA | <0.05 OA vs OA +aMT <0.05 NLRP3™EA :;II,}ILRP3 EA+ <0.05
- /-
6 NLRP3” EA vs NLRP3"0OA | <0.05 Y vs EA +aMT <0.05 NLRP3TEA ;II\S/II,}ILRP3 EA+ <0.05
- -
WTY vs NLRP3"Y <005 | 15 | Yvsoa+amr | <005 | 12 | NERPITOA ;;;;LR% OAF 1 <005
/-
WT EA vs NLRP3“EA | <0.05 EAvsEA +aMT | <0.05 WTOA =+ an;I\VASTNLRm OA* 1 .05
WT OA vs NLRP3-OA <0.05 OA vs OA +aMT <0.05 NLRP3”Y vs NLRP37EA + aMT | <0.05
NLRP3”Y vs NLRP3-EA <0.05 NLRP3”Y vs NLRP37OA + aMT | <0.05
- -
NLRP3" Y vs NLRP3-OA | <0.05 18 NLRP3™EA :I\S/II}ILRM EA+ 1 005
12
/-
NLRP3* EA vs NLRP3-OA | <0.05 WTEA+ aM];I\V/ISTNLRm EA+ 1 005
+ OA +
WT EA vs NLRP3“EA | <0.05 WT OA aM];l\V/[STNLRm OA* | .05
NLRP37Y vs NLRP37"OA <0.05
18 NLRP37EA vs NLRP37OA | <0.05
WTY vs NLRP3"Y <0.05
WT EA vs NLRP3-EA <0.05




