Supplementary Figure Legends

Supplementary Figure 1. Comparative immunofluorescence analysis of aggregates using either
MGS5 (A) or Thioflavin (B) in combination with DAPI for nuclei staining in HT-22 cells. HT-22 cells
were stimulated with different conditions; control (HT-22 normal medium), basal glucose and high
glucose conditions (INS1E-hIAPP normal medium under basal or high glucose conditions) and
the conditioned medium obtained from INS1E-hIAPP growing under either basal or high glucose
conditions. Scale bar represents 20 um. It is shown a quantification plot indicating the average

number of aggregates per cell under the different conditions.

Supplementary Figure 2. Comparative immunofluorescence analysis of aggregates using either
MGS5 (A) or Thioflavin (B) in combination with DAPI for nuclei staining in HT-22 cells. HT-22 cells
were stimulated with different conditions; control (HT-22 normal medium), basal glucose and high
glucose conditions (INS1E-WT normal medium under basal or high glucose conditions) and the
conditioned medium obtained from INS1E-WT growing under either basal or high glucose
conditions. Scale bar represents 20 um. It is shown a quantification plot indicating the average

number of aggregates per cell under the different situations.

Supplementary Figure 3. Immunoblot analysis of Mfnl, Mfn2, p-Drpl, Drpl, OPA1l, HADHA,
using B actin as loading control, in the HT-22 cell lines exposed to conditioned media for 0, 8 and
24 hours with and without Resveratrol 30uM 4 hours (n = 5). The plot indicates the quantification
data of Mfnl1/B-actin, Mfn2/B-actin, p-Drp1/Drpl, L-OPA1/S-OPA1, HADHA/ B-actin ratio under

the different conditions. Data represent the mean + standard error of the mean (SEM).



HT-22

|

Conditioned
Medium

BG
Conditioned
Medium

Al

HG
HG

Medium
Medium

BG
BG

Mean Thioflavin
aggregates/cell

Mean MG5 aggregates/cell

Cc
00 L =m
(o3

14 1
1,2 4
1,0 4
0,8 A
0,6 1
0,4 A
0,2 A1

Zoom

s, & 5 8 # -3 5
x i P v o

o
m

MERGE

Thioflavin

DAPI

BG
HG

o o
I m

HG
BG
HG

(upe) (U2) ddVIU-3LSNI (uve) (uv2) ddVIu-3LSNI
ddVIU-3LSNI wnipsp wnipaw pauoijipuod ddVIY-aLSNI WNIPSN winipaw pauoljipuo)

Supplementary Figure 1



Conditioned medium

Conditioned medium

Medium INS1E-WT(24h)

INS1E-WT (24h)

Medium INS1E-WT(24h)

INS1E-WT (24h)

HT-22

A
MG5 MERGE
%
BG
HG M,
[}
B
Thioflavin MERGE
) ; : .E
HG s‘
)

Supplementary Figure 2

Zoom

Zoom

3,0
2,5
2,0
15
1,0

0,5

0,0 -

2,0

15

1,0

0,5

0,0

Mean MG5 aggregates/cell

Cc BG HG BG HG

Medium

Conditioned
Medium

Mean Thioflavin
aggregates/cell

Cc BG HG BG HG

Medium

Conditioned
Medium



MW HT-22

—_ HT-22+Resv
) Y
— = @
QO o .
Mfn2 g =
W - - — & O
& c
- =
ED
prp1 [ W B me we S0
~ 0- T T T
hIAPP Medium - 8h 24h
Drp1 | - -
c®
=0
-_— -_— < ©
OPA1 —‘----. <9 -
T
S I
HADHA | i S s S S ED I
=0
~ ol . . T
B-Actin | TR hIAPP Medium - gh 24h
hIAPP Medium - 8h 24h
Resveratrol (30puM) - + - + - +
T ] A S9 ]
P Sa R
- © - (@] @ < o
o e ' e ) e I
RE = £ I £ I
L - -— -—
o3 a3 I 53
i o ] o0 < (o]
L L =y
0- T T _l 0- T T T 0- T T T
hlAPP Medium - 8h 24h  hIAPP Medium - 8h 24h hlAPP Medium - 8h 24h

Supplementary Figure 3



