Supplementary Figure 1

Transgenic tTA
Transgenic capnl

B2MG

Mitochondria Cytosol
WT TG54 TG38 WT TG54 TG38

Transgenic CAPN1 =
Endogenous CAPN1 =

GAPDH—»
VDACI »

Lung Skeletal muscle
WT TG54 TG38 WT TG54 TG38

CAPN1-»

GAPDH—»



o

O

Supplementary Figure 2
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Supplementary Figure 3
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Supplementary Table-1. Echocardiographic analysis, body weight and heart weight in mice

WT TG54 TG38
Treatment  Vehicle TEMPO Mito-TEMPO Vehicle TEMPO Mito-TEMPO Vehicle TEMPO Mito-TEMPO
N Before 5 5 5 5 4 5 5 4 6
After 5 5 5 4 5 5 4 5
LVEDD  Before  3.4+03 34403 36402 34403 3340.4 36403  3.7+0.1 3.840.4
(cm) After 3.9403 3.840.5 3.940.4 42+ 40402 38402  47406%  44+03* 37405
LVESD  Before  1.940.1 18403 2040.1 24403 22402 22403 27403 27403 3.040.5
(cm) After 22402 22406 22403 301024  2940.1% 21404+  39406% 3.5+05%  25+051%
Heartrate Before 404413 428421 432448 452429 413+19 452429 402413 440+8 409+13
(beats/min) e 452+46 456439 435+51 410+ 13 433+ 14 437440 433417 430+21 433437
sV Before 342402 358409 355409 345455 32946 321432 355469 332439  335+15
(Wlbeat) — ger 4794113 4724104 5254128 4184854 3614458  43.0+9 2824354 309+88%  40.5+2.9%
co Before 137404 152414 153411 156429 132422  141+13 144428 140420 147405
(ml/min) o 210429 213442 224+44  17.0433%# 1555158 1902471 1224154 1334388 1724271
Body weight Before ~ 23.0408 222415 223410 265404  229+16 237415 246405 232412 235407
®  Afer 277424 258422  245+11 270420 244408 279423 243426 247+18  263+22
Heart weight After 11984124 11264222 11264179 1174+123 1114132 1215469 1453420.5 13244155 120.9+17.2

(mg)

Transgenic mice Tg-mtCapnl1/tTA'*Y (TG54), Tg-mtCanpn1/tTAhie" (TG38) and their wild-type littermates were given mito-TEMPO, TEMPO or vehicle starting
from age two months for one month. N indicates numbers of animals in each group. LVEDD, LVESD, SV and CO indicate left ventricular end diastolic diameter
and left ventricular and systolic diameter, stroke volume, and cardiac output, respectively. *P< 0.05 versus before treatment in the same category, # P< 0.05 versus
WT+vehicle, $ P< 0.05 versus WT+TEMPO, 1 P< 0.05 versus TG54+vehicle and TG54+TEMPO, and { P< 0.05 versus TG38+vehicle and TG38+TEMPO.
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