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Figure 15
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Figure 16
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Figure 19

Mouse liver following urolithin A treatment

Vehicle Urolithin A

p-AMPKa

AMPKa

ROCH
LC3-H

P2

HSPY0

6= wk

Fold increase
a

cti 50 cti 50

p-AMPKa/  LC3-Il/
AMPKa ROXE




WO 2014/004902 PCT/US2013/048310

Figure 20

2.5x10°06 -

2.0510°6 <

Cumulative Distance (cm)

5000004

[=2]
J

Cummilative Distance Run/12 hr (km)

1.5x1006 -

1000000+

18/39

Control vs Urolithin A, * p<0.05, 2 way ANOVA

— Control Untreated (N=12)
=== Urolithin A (N=9)

Day 1 Day 2 Day 3 Day 4 Day 5

Time (Days)

Control Untreated Urolithin A

[=2]
J

I
1

Cummilative Distance Run/12 hr (km)

o

Day 3 Day 4 Day 5 Day 2 Day 3 Day 4 Day 5

* p<0.05, t-test



oD
I b
og _°
4




20/39

10

HFD + UA (n=25)

(N) uibuang dug



WO 2014/004902

21/39 PCT/US2013/048310
Figure 23
* p <0.05, t-test
*
4000+ 600+

| |
< 30004
< <
o~ o~ 400~ -
= Nl -
@ 5 b ™
£ 2000- S . -
) B oo -lm'—
C = [ J
8 % 2004 .L. .'.‘.
O 1000- O T me

[ ]
[ ]
[ ]
0 0
HFD HFD + UA HFD HFD + UA
Ambulation

Rearing



WO 2014/004902 PCT/US2013/048310

22/39
Figure 24

Mouse Gastrocnemius Muscle

ﬁ‘i&?\{%?ﬁ G Sl R

AMPKa

LC3-
LC3-I

Fold Increase LC3-ll / LC3-l Ratio
s

Ctrl Urolithin A

** p<0.01, ttest



Figure 25

WO 2014/004902

23/39

PCT/US2013/048310

8.95
9.09
15.6
19.3

Untreated Sample

UA: 10pM (24hrs)

UA: 50pM (24hrs)
UA: 100pM (24hrs)

1&4

©

I
10

FITC-A

1 QQ




WO 2014/004902

Figure 26
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Figure 28 (cont.)

Compounds 17 & 18 (cont.)
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Figure 28 (cont.)
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