Full unedited blot/gel for Figure 1F.

HepG2
CON 20 pg/mL 40 pg/mL

S100A11

Full unedited blot/gel for Figure 1G.

Huh7

CON 10 pg/mL 20 pg/mL

Full unedited blot/gel for Figure 1H.
Hepa1-6

LDS CON Cholesterol




Full unedited blot/gel for Figure 1J.

Mice were fed the cholesterol diet for 4 weeks

Cholesterol 0 0.21% 1.25%
cD HFLC HFHC

S100A11

Full unedited blot/gel for Figure 1K.

Mice were fed the cholesterol diet for 20 weeks

Cholesterol 0 0.15% 1.25%
cD WD HFHC

S100A11

-40 kDA

GAPDH -35 kDA

Full unedited blot/gel for Figure 1L.
Mice

CD HFHC 4W HFHC 20W




Full unedited blot/gel for Figure 2F.

Huh7

Cholesterol+
CON Cholesterol U18666A U18666A

S100A11

Full unedited blot/gel for Figure 2G.

Hepa1-6
Cholesterol+

CON Cholesterol U18666A U18666A

Full unedited blot/gel for Figure 2I.

S100A11-GFP WT N82G G86T K36l D61G
Cholesterol - + - + - + = + g +
-40 kDA
-35 kDA
-70 kDA

TUBULIN
-55 kDA




Full unedited blot/gel for Figure 3A.

flag S100A11-flag sh-Control sh-S100A11

S100A11

GAPDH

Full unedited blot/gel for Figure 3B.

Hepa1-6

RFP S100A11-RFP

si-NC si-S100A11

15 kDA

S100A11 -10 kDA

GAPDH




Full unedited blot/gel for Figure 3G and |

Huh7 Huh7
pcdh pcdh-S100A11 sh-Control sh-S100A11

130 kDA

100 kDA
HMGCR

-180 kDA
LDLR
SREBP2(P)
SREBP2(N)

GAPDH




Full unedited blot/gel for Figure 3H and J

Hepa1-6 Hepa1-6
RFP S100A11-RFP si-NC si-S100A11

130 kDA

HMGCR -100 kDA

-180 kDA
LDLR

SREBP2(P) k
-130 kDA

SREBP2(N)



Full unedited blot/gel for Figure 4H

S100A11HePROSA  S10QATHerki
#1 #2 #3 #4 H#5 #6 #7 #8

180 kDA
LDLR

—180 kDA

-130 kDA
HMGCR 100 kDA
SREBP2(P) -130 kDA
SREBP2(N)
——— a— .
SREBP2(P) : el ~130 kDA

SREBP2(N) g s www s —— emn e W= 55 kDA

GAPDH




Full unedited blot/gel for Figure 4K

S7100A17HePROSA S100A17"erK!

#1 #2 #3 #4 #5 #6 #7 #8

CASPASE1

— e —— I — N —
T T T P T s s CE s L e |



Full unedited blot/gel for Figure 5H

S100A117F S100A11HerKo

#1 #2 #3 #4 #5 #6 #7 #8

LDLR
HMGCR

SREBP2(P)

SREBP2(P) ziggtgﬁ

SREBP2(N) :;gtgi

GAPDH

35 kDA



Full unedited blot/gel for Figure 5J

S100A117* S100A11HePKO

#1 #2 #3 #4 #5 #6 #7 #8

IL1B

IL1B-P17

CASPASE1




Full unedited blot/gel for Figure 6A
S100A11HepROSA S100A11HerK!

#1 #2 #3 #4 #5 #6 #7 #8

-100 kDA
-40 kDA
1P
> -35 kDA
ACTIN

Full unedited blot/gel for Figure 6B

S100A117* S100A11Hepko
#1 #2 #3 #4 #5 #6 #7T #8

-40 kDA

>1P -35 kDA

ACTIN -40 kDA




Full unedited blot/gel for Figure 6C

S100A11HepROSA S100A11HerKl

#1 #2 #3 #4 #5 #6 #7 #8

40 kDA
S2P 35 kDA
-40 kDA
ACTIN

Full unedited blot/gel for Figure 6D

S100A117F S100A11HerKO
#1 #2 #3 #4 #5 #6 #7 #8

S2p

ACTIN




Full unedited blot/gel for Figure 6F

sh-Control

S100A11
WT -OE

sh-S1P

WT

S100A11
-OE

sh-S2P

WT

S100A11
-OE

SREBP2(P)

SREBP2(N)

SREBP2(P) «* T -

1.|||||||;||"i;|‘|||h'-i||-

S R e T+ sl "
- IR T
".i.
. [’

SREBP2(N) ~ i -

LS

-100 kDA

-130 kDA

-55 kDA

-40 kDA

-35 kDA



Full unedited blot/gel for Figure 6H

INPUT IP:S100A11
IgG S100A11 lgG S100A11
-100 kDA
S1pP -40 kDA
S1P -35 kDA
S100A11
S100A11
-10 kDA
4 -10 kDA
GAPDH
Full unedited blot/gel for Figure 6l
WT S100A11-OE WT S100A11-OE

S1P -40 kDA




Full unedited blot/gel for Figure 6J

IP:GFP IP:lgG

FL N C (AN) (AC) FL

S1P
_40 kDA
-35 kDA
GFP ‘E ...................... .
e .~ §-40 kDA

INPUT

IP:GFP IP:IgG
FL N C (AN)(AC) FL

-40 kDA

GFP .35 kDA

GAPDH
-35 kDA




Full unedited blot/gel for Figure 6L

\ Al
\’\@\ \‘\\c'\ \\\b‘A bo

AN J\’\\
° 9,\02;? B e I A

*

-100 kDA
HMGCR
SREBP2(P) -130 kDA
SREBP2(N) -70 kDA
-55 kDA

GAPDH




Full unedited blot/gel for Figure 7A

S100A11HepROSA S100A11Herk!

#1 #2 #3 #4 #5 #6 #7 #8

KPNB -100 kDA

Full unedited blot/gel for Figure 7B

S100A117F S100A11Herko
#1 #2 #3 #4 #5 #6 #7 #8

- 1-100 kDA
KPNB f

ANXA1 :&-.---— -— — -~:

GAPDH




Full unedited blot/gel for Figure 7C

si-NC si-ANXA1
S100A11- S100A11-
flag flag flag flag
SREBP2(P) -130 kDA
SREBP2(N)§ 55 kDA
GAPDH(1) *|-35 kDA
g -35 kDA
-100 kDA
KPNB -

)| -35 kDA

Full unedited blot/gel for Figure 7E

INPUT P

IgG ANXA1 IgG ANXA1




Full unedited blot/gel for Figure 7F

lgG KPNB IgG KPNB

§-70 kDA
Ml-55 kDA

KPNB
-100 kDA 100 kDA

GAPDH
35 kDA

Full unedited blot/gel for Figure 7G

KPNB

INPUT

-100 kDA

-35 kDA

-35 kDA

INPUT



Full unedited blot/gel for Figure 7H

IgG KPNB

ANXA1
100 kDA

KPNB
100 kDA

GAPDH |

Full unedited blot/gel for Figure 7J

INPUT

S100A11
-OE

WT

SREBP2 -55 kDA
ANXA1

-35 kDA
KPNB 100

kDA

IP

IgG KPNB

-135 kDA

IP

S100A11
-OE

IgG KPNB IgG KPNB

INPUT




Full unedited blot/gel for Figure 7K

INPUT IP
S100A11
-OE
WT 51?3211 IgG ANXA1IgG ANXA1

KPNB
100 kDA
ANXA1 35 kDA
GAPDH

-35 kDA




Full unedited blot/gel for Figure 7M

IP:GFP IP:lgG

FL N C1 C2 C3 C4 FL

KPNB %100 kDA
o
$100A11 |
{35 kDA
IP:GFP IPigG
FL N €1 C2 C3 C4 FL
S100A11 -10 kDA
KPNB
-100 kDA
l—
- |
o
F
GFP -35 kDA

GAPDH




Full unedited blot/gel for Figure 8A

GFP S$100A11-OE

Full unedited blot/gel for Figure 8D

$100A11-OE
GFP S$100A11-OE PF429242




Full unedited blot/gel for Figure 8E

S$100A11-OE
GFP S100A11-OE PF429242

IL1B-P17 |
-15 kDA

CASPASE1

Full unedited blot/gel for Figure 8F

INPUT IgG IP:KPNB
TAT-NTS - - + - -+ - -+
AAV8-S100A11 - + + -+ o+ -+ o+

ANXA1

KPNB




Full unedited blot/gel for Figure 8F

INPUT IgG IP:ANXA1
TAT-NTS = - + - - + - - +
AAV8-S100A11 - + + -+ o+ -+ 4

-100 kDA

-35 kDA

Full unedited blot/gel for Figure 8l

S100A11-OE
GFP S$100A11-OE TAT-NTS

SREBP2(P) -130 kDA

SREBP2(N) 55 KDA

GAPDH




Full unedited blot/gel for Figure 8J

S$100A11-OE
GFP S100A11-OE TAT-NTS

IL1B-P17
15 kDA

CASPASE1
15 kDA

GAPDH
35 kDA




Full unedited blot/gel for Figure S1A

CON 10 pg/mL 20 yg/mL 40 pg/mL
S100A11
PA
GAPDH -35 kDA
S100A11 -10 kDA
CL
GAPDH
-35 kDA
S100A11 -10 kDA
PS
GAPDH -35 kDA

Full unedited blot/gel for Figure S1C

S100A11 S100A11 S100A11 S100A11  S100A11
GFP -GFP  (N)-GFP  (C)-GFP (AN)-GFP (AC)-GFP

Chol - + - + - + - + - + - +

TUBULIN




Full unedited blot/gel for Figure S2C

S100A11HePROSA S100A11HerKl

s100A11| i

GAPDH

Full unedited blot/gel for Figure S3C

S100A117* S100A11HePKo

-10 kDA
-35 kDA
Full unedited blot/gel for Figure S4A
S100A 11HepROSA S100A11HerKl
SCAP -130 kDA
INSIG1 -70 kDA

GAPDH




Full unedited blot/gel for Figure S4B

S100A117F S100A11HePkO

SCAP -130 kDA

INSIG1 -70 kDA

GAPDH
-35 kDA

Full unedited blot/gel for Figure S4C and D

flag S100A11-flag  sh-Control  sh-S100A11

-130 kDA
SCAP

-70 kDA
INSIG1

GAPDH
-35 kDA




Full unedited blot/gel for Figure S4F

RFP S$100A11-RFP
CON 25-HC CON  25-HC

HMGCR

Ot S B S Lol ey gy

SREBP2(P) - — -130 kDA

SREBP2(N)

-55 kDA

Full unedited blot/gel for Figure S4H

S100A11"ePROSA S100A71HerKI

CASPASE2

GAPDH

Full unedited blot/gel for Figure S41

S100A117F S100A11HerkO




Full unedited blot/gel for Figure S4J

flag S100A11-flag

-55 kDA
CASPASE2

-35 kDA
GAPDH 35

Full unedited blot/gel for Figure S4K

flag Casp2-flag




Full unedited blot/gel for Figure S4L

S7100A71HepROSA S100A11HerKl

-40 kDA

n

Full unedited blot/gel for Figure S4M

S100A11FF S100A11Herk0

-40 kDA

GAPDH




Full unedited blot/gel for Figure S5A

sh-Control sh-S1P

-100 kDA

-40 kDA

S1pP -35 kDA

ACTIN -40 kDA

Full unedited blot/gel for Figure S5B
sh-Control sh-S2P

-35 kDA

GAPDH
-35 kDA




Full unedited blot/gel for Figure S5C

Huh7
CON PF429242

WT S$100A11-OE WT S100A11-OE

HMGCR -100 kDA
WmmnEnsnE ST | mmmE
SREBP2(P) MR -130 kDA
SREBP2(N) R
-55 kDA
GAPDH
-35 kDA

Full unedited blot/gel for Figure S5D

Hepa1-6

CON PF429242
WT S100A11-OE WT S100A11-OE

GAPDH




Full unedited blot/gel for Figure S5H

S100A11

WT _OE

S2P
ACTIN *-40 kDA
Full unedited blot/gel for Figure S5I
IgG S100A11 IgG S100A11

S100A11

ACTIN ERPTTPPT IR -40 kDA

INPUT




Full unedited blot/gel for Figure S6A

IP INPUT

IgG S100A11 IgG S100A11

SREBP2
S100A11
INPUT
IgG SREBP2
S100A11 10 kDA

SREBP2




Full unedited blot/gel for Figure S6C

Huh?
DMSO IPZ
S100A11 S100A11
flag flag flag flag

HMGCR -100 kDA
SREBP2(P) -130 kDA
SREBP2(N) 55 DA

GAPDH

Full unedited blot/gel for Figure S6F

Hepa1-6

DMSO IPZ

S100A11 S100A11
RFP  RFP RFP  RFP

%' -100 kDA

-35 kDA




Full unedited blot/gel for Figure S7A
INPUT  IP

Full unedited blot/gel for Figure S7D

si-NC si-ANXA1

S100A11 S100A11
RFP -RFP RFP  -RFP

-100 kDA

SREBP2(P)

SREBP2(N)

KPNB -100 kDA

GAPDH | -35 kDA




Full unedited blot/gel for Figure S7E

INPUT IP

ANXA1-GFP + + + -

KPNB-FLAG + + + +
IlgG GFP IgG GFP

GFP
GAPDH .35 kDA
Full unedited blot/gel for Figure S7F
INPUT IP

KPNB-GFP + + +  +

ANXA1-FLAG + + + +
IgG FLAG IgG FLAG

[ b b L L T e T
] un

: < 1-130 kDA

L
fummmmmmmg TassmmEnnE

GAPDH

-35 kDA



