Descriptions

This document presents original Western blots. To illustrate
both the marker and the original blot of the strip, we provide an
overlay of the image captured under natural light alongside the
strip obtained after exposure. We confirm the authenticity of all

data presented and appreciate your understanding.



KDa Maker A-LDLRYector A.] DLRXP A-LDLRvector A-LDLRKP A-LDLRvecter A-l DLRXP Maker Maker

This image is a superimposition of the
original image taken under natural light and
the blots captured following exposure. The
aim is to show both maker and protein blots.

LDLR 1(5)8 J]
90-150KDa 70

This is the raw image taken
after exposure.

LDLR 130

90-150KDa &

This image is a superimposition of the

a-actin 28 original image taken under natural light

42KDa 35 and the blots captured following exposure.
The aim is to show both maker and protein
blots.

a-actin 28 T][:is is the raw image taken

42KDa 35 after exposure.

Fig.3 (A ) LDLR protein blots in adult mice
corresponded to the blots marked by red line.



KDaMakerMaker O-LDLRvester 0. DLRKD O-LDLRvector O-LDLRKP ~ O-LDLR¥e*°" O-LDLR*® paoicar

-®

This image is a superimposition of the

LDLR 150 ] : : -.. o — original image taken under natural light and
90-150KDa100 A ko ey e ’ ‘ the blots captured following exposure. The
70 W W —— aim is to show both maker and protein blots.
’ This is the raw image taken
* S— fter exposure.
LDLR 150 . e ———— a
W — s

90-150KDa 190
70

50 L i e—w G — D - — S S —— This image is a superimposition of the

original image taken under natural light and
the blots captured following exposure. The
W aim is to show both maker and protein blots.

a-actin
42KDa

Fig.3 (A) LDLR protein blots in old mice corresponded to the blots
marked by red line.



MyHC II
200KDa

MyHC II
200KDa

a-actin
42KDa

a-actin
42KDa

KDa Maker Maker A-LDLRYector A.] DLRXP A-LDLRvector A-LDLRKP  A-LDLRvecter A-l DLRXP Maker

e

25

This image is a superimposition of the
original image taken under natural light and
the blots captured following exposure. The
aim is to show both maker and protein blots.

This is the raw image taken
after exposure.

This image is a superimposition of the
original image taken under natural light and
the blots captured following exposure. The
aim is to show both maker and protein blots.

This is the raw image taken
after exposure.

Fig.5 (D) MyHCII protein blots in adult mice corresponded to the blots marked

by red line.



MyHC II
200KDa

MyHC II
200KDa

a-actin
42KDa

a-actin
42KDa

KDaMakenViaker O-LDLRYectorg.| DLRKP O-LDLRvectr O-LDLRKP O-LDLRYe<*r O-LDLRK® Maker

50
40
35

This image is a superimposition of the
original image taken under natural light and
the blots captured following exposure. The
aim is to show both maker and protein blots.

e - - e e~ —‘.-"- This is the raw image taken
after exposure.

This image is a superimposition of the
original image taken under natural light and
the blots captured following exposure. The
aim is to show both maker and protein blots.

R —— el - T This is the raw image taken

after exposure.

Fig.5 (D) MyHCII protein blots in old mice corresponded to the blots
marked by red line.



KDa Maker Maker A-LDLRvector ALl DLRKP A-LDLRvector A-LDLRKP A-LDLRvector A-] DLRKDP Maker

MuRF
45KDa

MuRF
45KDa

a-actin
42KDa

a-actin
42KDa

50
40
35

25}

50
40
35

25

-Il - — - —— This image is a superimposition of the

g = %

A b o - original image taken under natural light and
e & &
,-..: - the blots captured following exposure. The

aim is to show both maker and protein blots.

This is the raw image taken

- —
d— N after exposure.

50 - This image is a superimposition of the

40 N — T st O original image taken under natural light and
35 e i the blots captured following exposure. The
25 . aim is to show both maker and protein blots.

50 This is the raw image taken

40 W
35 after exposure.

25 _. : : :
Fig.5 ( D ) MuRF protein blots in adult mice corresponded to the blots marked 5

bv red line




KDaMakerMaker O-LDLRvectr 0. DLRXP Q-LDLRvector O-LDLRKP ~O-LDLRvector O-LDLRXP Maker

This image is a superimposition of the

50 - original image taken under natural light and
MuRF gg the blots captured following exposure. The
aim is to show both maker and protein blots.
45KDa
25
50 . |
MuRF 40 This is the raw image taken
45KDa 35 after exposure.
a-actin This image is a superimposition of the
original image taken under natural light and
42KDa the blots captured following exposure. The

] aim is to show both maker and protein blots.

Fig.5 ( D ) MuRF protein blots in old mice corresponded to the
blots marked by red line



KDa MakerMaker A-LDLRYec'A.| DLRKP A-LDLRvecter A-LDLRKP A-LDLRY*¢*r A-LDLRX® Maker

This image is a superimposition of the

Drp1 original image taken under natural light and
80KDa the blots captured following exposure. The
aim is to show both maker and protein blots.
This is the raw image taken
Drp1 after exposure
80KDa
This image is a superimposition of the
VDAC original image taken under natural light and
the blots captured following exposure. The
32KDa b 9 =Ip

aim is to show both maker and protein blots.

This is the raw image taken

VDAC 35 — ’ after exposure

T — — — i —— N S

32KDa 25
20
Fig.6 (C) Drp1 protein blots in adult mice corresponded to the blots marked by
red line



Drp1
80KDa

Drp1
80KDa

VDAC
32KDa

VDAC
32KDa

KDaMakerMaker O-LDLR¥estr 0. DLRKP O-LDLRvector O-LDLRKP O-LDLRvecter O-LDLRKP Maker

35
25

15

This image is a superimposition of the
original image taken under natural light and
the blots captured following exposure. The
aim is to show both maker and protein blots.

This is the raw image taken
after exposure

This image is a superimposition of the
original image taken under natural light and
the blots captured following exposure. The
aim is to show both maker and protein blots.

This is the raw image taken

‘/ after exposure

Fig.6 (C) Drp1 protein blots in old mice corresponded to the
blots marked by red line

—-‘A——’“A—




KDa Maker Maker A-LDLRvector ALl DLRKD A-LDLRvector A-LDLRKP A-LDLRvector A.] DLRKD Maker

Fis1 25 =+ This image is a superimposition of the
original image taken under natural light and

20
e m-n_ i 1 {0 Sy both makor o protor blo
aim is to show both maker and protein blots.

Fis1 25

18KDa 20 == - . This is the raw image taken
- . after exposure

a-actin — This image is a superimposition of the

50
42KDa 40 '« W original image taken under natural light and
. o the blots captured following exposure. The
I §

aim is to show both maker and protein blots.

a-actin 59 W This is the raw image taken
42KDa 40 after exposure
Fig.6 ( C) Fis1 protein blots in adult mice corresponded to the
blots marked by red line



KDaMakerMaker O-LDLR¥ecter 0. DLRKP O-LDLRvector O-LDLRKP ~ O-LDLRYec°r O-LDLR¥® paopar

This image is a superimposition of the
original image taken under natural light and
the blots captured following exposure. The
aim is to show both maker and protein blots.

20 - - v -
Fis1 15 - ‘.'- - . &9

18KDa 1q This is the raw image taken
after exposure

This image is a superimposition of the

a-actin original image taken under natural light and

42KDa the blots captured following exposure. The
aim is to show both maker and protein blots.

a-actin Thits o o mage tker

42KDa

Fig.6 (C) Fis1 protein blots in old mice corresponded to the blots
marked by red line
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. KD i} .
KDa Maker Maker A-LDLRvectr  A-LDLR A-LDLRvecer - A-LDLR®  ppopar

This image is a superimposition of the
original image taken under natural light and
the blots captured following exposure. The
aim is to show both maker and protein blots.

Mfn2
86KDa

This is the raw image taken

Mfn2 100 after exposure
86KDa 70
This image is a superimposition of the
original image taken under natural light and
VDAC the blots captured following exposure. The
32KDa aim is to show both maker and protein blots
This is the raw image taken
;/ZDKAE)C 35 —— I st T i — after exposure
a 25 -_—

Fig.6 ( D) Mfn2 protein blots in adult mice corresponded to the
blots marked by red line
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KDaMakerMaker O-LDLRvectr O.LDLRKP O-LDLRvestor O-LDLRKP ~O-LDLR¥e“r O-LDLR*® popar

Mfn2 100
86KDa 70
86KDa 70

VDAC 35 -._-.--—,. ——
32KDa 22
15

VDAC 32 —— ———— T —
32KDa 15

This image is a superimposition of the
original image taken under natural light and
the blots captured following exposure. The
aim is to show both maker and protein blots.

This is the raw image taken
after exposure

This image is a superimposition of the
original image taken under natural light and
the blots captured following exposure. The
aim is to show both maker and protein blots.

This is the raw image taken
after exposure

Fig.6 ( D) Mfn2 protein blots in oldmice corresponded to the

blots marked by red line
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KDa Maker Maker A-LDLRvecter A(| DLRKD A-LDLRvestor A-LDLRKP A-LDLRvector A.] DLRKP Maker

OPA1 130

—I-ll - e w— 21 This image is a superimposition of the

— W — N —

i original image taken under natural light and

120KDa 100, the blots captured following exposure. The
701 _.__.__—--— aim is to show both maker and protein blots.

OPA1 150
120KDa %)

] 50
a-actin 40
42KDa 39

25

. 50
a-actin 40
42KDa 35

25

s 4 — .y - This is the raw image taken

S ee—— B —
e after exposure

This image is a superimposition of the
Tt ) original image taken under natural light and
— : the blots captured following exposure. The
aim is to show both maker and protein blots.

W— This is the raw image taken

after exposure

* Fig.6 ( D ) OPAT1 protein blots in adult mice corresponded to the
blots marked by red line
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KDaMakerMaker O-LDLRvectr Q. DLRXP Q-LDLRvestor O-LDLRKP ~O-LDLRvector O-LDLRXP Maker

— T ——— U R S e S e — This image is a superimposition of the
OPA1 100 original image taken under natural light and

120KDa 70 i s the blots captured following exposure. The

aim is to show both maker and protein blots.

OPA1 100 TTTETT SR BB e en ew e -
120KDa 70 This is the raw image taken
after exposure
L
. 50 This image is a superimposition of the
a-actin 40 ; original image taken under natural light and
42KDa 35 - the blots captured following exposure. The
aim is to show both maker and protein blots.
25 A 4 —————— ]
. 50 This is the raw image taken
a-actin 40 M after exposure
42KDa ¢
25

Fig.6 ( D) OPA1 protein blots in old mice corresponded to the
blots marked by red line
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KDa Maker Maker A-LDLRvectr A.| DLRKP A-LDLRvector A-LDLRKP A-LDLRvector A.] DLRKP Maker

o o -— This image is a superimposition of the
GPX4 o e _— original image taken under natural light and
O5KDa 20 gee— the blots captured following exposure. The

aim is to show both maker and protein blots.

adiiRs - .t This is the raw image taken
GPX4 D5 i i after exposure

O5KDa 20 - | | -

This image is a superimposition of the

. 50 p— A original image taken under natural light and
a-actin 40 VY T G G D D W W > - - the blots captured following exposure. The
42KDa 35 aim is to show both maker and protein blots.

a-actin 5 This is the raw image taken
-
42KDa 40 W" after exposure
35

Fig.7 ( A) GPX4 protein blots in adult mice
corresponded to the blots marked by red line
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KDaMakerMaker O-LDLR¥ectr O DLR® O-LDLRvecter O-LDLRKP ~O-LDLRvec®" O-LDLR*® paoicar

GPX4 -5
25KDa 20

This image is a superimposition of the
original image taken under natural light and
the blots captured following exposure. The
aim is to show both maker and protein blots.

2G5|:<)|§4 50 . - & & S S S .- This is the raw image taken
a

after exposure

This image is a superimposition of the
original image taken under natural light and

a-actin 50 the blots captured following exposure. The

42KDa 40 aim is to show both maker and protein blots.
a-actin 50 This is the raw image taken
42KDa 40 after exposure

Fig.7 ( A) GPX4 protein blots in old mice corresponded to the
blots marked by red line
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KDa MakerMakerA-LDLRYectorAl DLRKP A-LDLRvector A-LDLRKP A-LDLRvecter A.l DLRKP Maker

This image is a superimposition of the
original image taken under natural light and

SLC7A11 40 _
37KD 35 the blots captured following exposure. The
a 25 aim is to show both maker and protein blots.
40 This is the raw image taken
SLC7A1M 35 after exposure

37KDa 55
This image is a superimposition of the

. e — original image taken under natural light and
a-actin o - - S S S . g g _ 9
§§ l : -— - the blots captured following exposure. The
42KDa aim is to show both maker and protein blots.

This is the raw image taken

: 9
a-actin % ; W after exposure

42KDa

Fig.7 (A) SLC7A11 protein blots in adult mice corresponded to
the blots marked by red line
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KDaMakerMaker O-LDLR¥ecter 0. DLRKP O-LDLRvector O-LDLRKP ~ O-LDLR¥*°r O-LDLR*® paoyar

|ll.lllIIIllIIIIIIIIII-E===::§-::::;.

This image is a superimposition of the

original image taken under natural light and
SLC7A11 28 } the blots captured following exposure. The
37KDa aim is to show both maker and protein blots.
70 . .
SLC7A11 5p This is the raw image taken

after exposure

37KDa 40
35

This image is a superimposition of the

a-actin 5 original image taken under natural light and

the blots captured following exposure. The
42KDa 40 aim is to show both maker and protein blots.
a-actin 50 This is the raw image taken
42KDa 20 e S - S S-S S G e S < after exposure

Fig.7 (A) SLC7A11 protein blots in old mice corresponded to the
blots marked by red line

18



KDa MakerMaker A-LDLRYA-LDLR? A-LDLRvector A-LDLR*® A-LDLR**®A-LDLR® popar

This image is a superimposition of the
original image taken under natural light and

ACSL4 100 |
- = e = == the blots captured following exposure. The
75KDa 70 | Tee. S ‘ = = !”7 ’ ‘___ aim is to show both maker and protein blots.
i
ACSL4 . - = -- This is the raw image taken
100 ‘! = !u—— - = after exposure

75KDa 70

This image is a superimposition of the

i 50 w original image taken under natural light and
a-actin 40 [ - M-.— the blots captured following exposure. The

42KDa 5 = S - aim is to show both maker and protein blots.
—— — __#
. This is the raw image taken
ccactin ——

42KDa 35 |
Fig.7 (C) ACSL4 protein blots in adult mice corresponded to the

blots marked by red line
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KDaMakerMaker O-LDLR¥ector O.L DLRKP O-LDLRvectr O-LDLRKP ~ O-LDLR¥*°r O-LDLR*® mpapar

This image is a superimposition of the

ACSL4 original image taken under natural light and

75KDa 100 = _ B the blots captured following exposure. The
70 o aim is to show both maker and protein blots.

I

This is the raw image taken

ACSL4 after exposure
75KDa —_rEEmEET-=T T

This image is a superimposition of the

a-actin original image taken under natural light and

42KDa 90 the blots captured following exposure. The
40 aim is to show both maker and protein blots.

a-actin 50 TRis is the raw image taken

42KDa 40 after exposure

Fig.7 ( C) ACSL4 protein blots in old mice corresponded to the
blots marked by red line
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KDa Maker Maker A-LDLRvector ALl DLRKP A-LDLRvector A-LDLRKP A-LDLRvector A.] DLRKD Maker

This image is a superimposition of the
' o Ao MET T - o S original image taken under natural light and
TFRC ' ' ' » the blots captured following exposure. The

90-95KDa 70 aim is to show both maker and protein blots.
o This is the raw image taken
TFRC 20 ., after exposure
90-95KDa

I < image s a sUperimposition of fhe
a-actin 50 sl M original image taken under natural light and
) o .

i~ iy <+

42KDa %g . the blots captured following exposure. The

—_— — W, = ' {0 show both maker and protein blofs.

Fig.7 ( C) TFRC protein blots in adult mice corresponded to the
blots marked by red line
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KDaMakerMaker O-LDLR¥estr O.LDLRKP O-LDLRvecter O-LDLRKP ~O-LDLRvector O-LDLRKP Maker

This image is a superimposition of the
loriginal image taken under natural light and

TFRC e 5 m s | the blots captured following exposure. The
90-95KDa 100 : - - aim is to show both maker and protein blots.
70
' This is the raw image taken
! - .’ ;,m " after exposure
ST YT LT LL LU
00-95KDa 70 S

This image is a superimposition of the
original image taken under natural light and
the blots captured following exposure. The

a-actin e L :
42KDa aim is to show both maker and protein blots.
a-actin This is the raw image taken
42KDa after exposure

Fig.7 ( C) TFRC protein blots in old mice corresponded to the
blots marked by red line
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KDa Maker A-LDLRvectorA.] DLRKD A-LDLRvector A-LDLRKP A-LDLRvector A.] DLRKP Maker Maker

LDLR 130 .l — s
90-150kDa 70 ——

a-actin 40 . -
42kDa 39 "
25 & 23
OPA1 11%%[ ————— . — - 2:
120kDa 70 i
0 “"‘2 ':z;;'.—"_‘_
MuRF 3 d - - -
45kDa o5 G 2 -

LDLR protein, and a-actin protein blots belong to the same gel. However, the OPA1 protein and
MuRF protein blots were from another gel because the molecular weight of the MuRF protein is

similar to that of a-actin. The LDLR, a-actin, OPA1 and MuRF protein blots were performed in the
same experiment with all experimental conditions.
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KDa Maker Maker A-LDLRvector AL DLRKP A-LDLRYecter A-LDLRKP  A-LDLRvectr A-LDLRXP Maker

ACSL4 100 - = o = = = - == ===
75kDa 70 ot o SE -=1E &

R —

TFRC 100 [. .
90-95kDa 70 ™ —

a-actin 20 M’
40 b= i

dekba 35 ——— e e

ACSL4 protein, TFRC protein, and a-actin protein blots all belong to the same gel.
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MyHC II
200kDa

a-actin
42kDa

Fis 1
18kDa

KDa MakerMaker O-LDLRvestr .| DLRKDP O-LDLRvector  O-LDLRKD O-LDLRvestor  O-LDLRKP Maker

MyHC Il protein, a-actin protein and Fis 1 protein blots all belong to the same gel.
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KDa Maker Maker O-LDLR¥ector Q. DLRKD O-LDLRVector O-LDLRKP O-LDLRvestor  O-LDLRKP Maker

—
TFRC l
100 I
90-95kDa 70
a-actin 50
42kD 40
35
25
GPX4 %g
25kDa
ACSL4 -~ —_— = ==
CS 100 4 =
75kDa
70 . — -— e -
50 AT |
SLC7A11 40 e . — ————— -—
37kDa 25 | e ———————————Esse—

TFRC protein, a-actin and GPX4 protein blots belong to the same gel. However, the ACSL4 protein and
SLC7A11 protein blots were from another gel because the molecular weight of the SLC7A11 protein is
similar to that of a-actin. The TFRC, a-actin, GPX4 , ACSL4 and SLC7A11 protein blots were performed

in the same experiment with all experimental conditions. 26



Below are the original images of the Western blot from the supplemental material



KDa Maker Maker A-LDLRvester A-LDLRXD O-LDLRvecter O-LDLR*® Maker

This image is a superimposition of the
original image taken under natural light and
the blots captured following exposure. The
aim is to show both maker and protein blots.

8
S S W TR el SR R SR S W— ——

LDLR 130
90-150KDa 70

LDLR
90-150KDa

This is the raw image taken after exposure.

This image is a superimposition of the
original image taken under natural light and
the blots captured following exposure. The
aim is to show both maker and protein blots.

GAPDH —— Rl —— This is the raw image taken after exposure.

These blots correspond to Figure S2 (A)

LDLR expression in heart tissue



vector - vector - KD
KDa Maker Maker A-LDLR™ A-LDLRKP O-LDLRvecte O-LDLR Maker

This image is a superimposition of the
original image taken under natural light and
the blots captured following exposure. The
aim is to show both maker and protein blots.

LDLR 130

90-150KDa %

— o
LDLR :
90-150KDa :]]88 This is the raw image taken after exposure.
7 = lIl =
GAPDH — This image is a superimposition of the

40 i - o s T Wt W SN T e | L .
>~ ginal image taken under natural light and
36KDa 35 U ———————— N ————~ the blots captured following exposure. The

aim is to show both maker and protein blots.

- - This is the raw image taken after exposure.

These blots correspond to Figure S2 (B)

GAPDH 40
36KDa 35

LDLR expression in liver tissue



KDa Maker Maker A-LDLRvector A.LDLRKP O-LDLRvecter O-LDLRKP  Maker

1 , : This image is a superimposition of the
LDLR 188 original image taken under natural light and
_ . ! the blots captured following exposure. The
90-150KDa 70 “ aim is to show both maker and protein blots.
LDLR 1'88 4 This is the raw image taken after exposure.
90-150KDa 7¢ | = 3 -
50 This image is a superimposition of the
40 , e W P o p— original image taken under natural light and
— e —_— e sl e blots captured following exposure. The
GAPDH il the blots captured followi Th
36KDa 35 ————————————————————__ 2im is t0 Show both maker and protein blots.
50
GAPDH 40 e —— _— - > <= This is the raw image taken after exposure.

These blots correspond to Figure S2 (C)

LDLR expression in intestine tissue



ACSL4
7/5KDa

a-actin
42KDa

KDa MakerMaker Adult Old Adult Old Adult Old Maker

100 |

ONBE = e —gmee = -
40™ w “"l

This image is a superimposition of the
original image taken under natural light and
the blots captured following exposure. The
aim is to show both maker and protein blots.

This image is a superimposition of the
original image taken under natural light and
the blots captured following exposure. The
aim is to show both maker and protein blots.

The blots of ACSL4 in Supplemental Fig. S5 (A) corresponded to the blots marked by red line.



KDa MakerMakerM old Old Adult & Maker

90 2
SLC7TA11 40 |22 W e  f—
37KDa 30 [ . i o e N
0 - s S
SLC7TA11 40 m=w= & raee T 68—
35 == N - - ’
37KDa OF  a—— .\.-- - ‘\‘- e —— -—
T I
a-actin W= .
42kDa Y b S - 5

This image is a superimposition of the
original image taken under natural light and
the blots captured following exposure. The
aim is to show both maker and protein blots.

This is the raw image taken
after exposure

This image is a superimposition of the
original image taken under natural light and
the blots captured following exposure. The
aim is to show both maker and protein blots.

The blots of SLC7A11 in Supplemental Fig. S5 (C) corresponded to the blots marked by red line.



GPX4
25KDa

GPX4
25KDa

a-actin
42KDa

a-actin
42KDa

KDa MakerMaker Adult Old Adult Oid Adult Old

Maker

50 Ay T ..
15 it
. .

25 — e — - - -.dp-
20 e _ " v
15 i . T L e T —
50 ;
40 " e AT A ED - @D . awe—
50

40

This image is a superimposition of the
original image taken under natural light and
the blots captured following exposure. The
aim is to show both maker and protein blots.

This is the raw image taken
after exposure

This image is a superimposition of the
original image taken under natural light and
the blots captured following exposure. The
aim is to show both maker and protein blots.

This is the raw image taken
after exposure

The blots of GPX4 in Supplemental Fig. S5 (E) corresponded to the blots marked by red line.



