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DMSO: 125 mg/mL (245.08 mM; Need ultrasonic)
H20: 60 mg/mL (117.64 mM; Need ultrasonic)
I mg Smg 10 mg
I mM | 1.9607 mL | 9.8033 mL | 19.6067 mL
5mM | 0.3921 mL | 1.9607 mL | 3.9213 mL
10 mM | 0.1961 mL | 0.9803 mL | 1.9607 mL
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L B K P A INEERIET: PBS

Solubility: 50 mg/mL (98.03 mM); Clear solution; Need ultrasonic
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2. B INAERE: 10% DMSO—40% PEG300— 5% Tween-80—45%
saline

Solubility: >2.25 mg/mL (4.41 mM); Clear solution

W5 R 3RS > 2.25 mg/mL (4.41 mM, MR R 50) FIVEIE IR
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PL 1 mL TAEWCRHI, HX 100 pL 22.5 mg/mL KI783% DMSO i £ i 5] 400
uL PEG300 1, JR&H5); A B R R P 0N 50 pL Tween-80, WREIS; A
JaRSEMN 450 pL A2 H /K EAE 1 mL.

3. ERFFRINEFER: 10% DMSO—90% (20% SBE-B-CD in saline)

Solubility: >2.25 mg/mL (4.41 mM); Clear solution

U7 E 3RS > 2.25 mg/mL (4.41 mM, ORI AT BIVETE IR

PL 1 mL TAEWCRHI, HX 100 pL 22.5 mg/mL HI783% DMSO i £ i 5] 900
uL 20% [ SBE-B-CD & Eh/K/KEH . REIE].

4. TERFIINAEFE ] 10% DMSO—>90% corn oil

Solubility: >2.25 mg/mL (4.41 mM); Clear solution

W5 R ARAS > 2.25 mg/mL (4.41 mM, RIEE AR KN BT ER, TR
ANTE T S2 56 B IR A BL BB s2Ss . B 1 mL AR, B 100 pL 22.5
mg/mL {17 DMSO fifi &N 2] 900 uL £ Ky, REE.
sk
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Mito-TEMPO (MT) greatly attenuates the increase in ALT activities and reduces
the areas of necrosis at both time points,indicating that the protection by Mito-
TEMPO is sustained until at least 24 h post-APAP. Mito-Tempo could induce
secondaryapoptosis in the late phase of APAP hepatotoxicity. Mito-Tempo induces
secondary apoptosis after APAP overdose byinhibition of RIP3.
KW B T

Animal:

Mice

Administration:

Male C57BL/6]J mice (8-12 weeks) and RIP3-deficient mice (C57BL/6N

background) are used throughout the study. The mice are acclimated before
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experiments with free access to diet and water. Overnight-fasted mice (16-18 h) are
treated 1.p. with 300 mg/kg APAP dissolved in warm saline. Some mice are treated
with 200 mg/kg APAP in experiments evaluating effect of RIP3 deficiency. A dose of
20 mg/kg Mito-Tempo dissolved in saline is administered i.p. 1.5 or 3 h after APAP.
Some mice are subsequently treated (i.p.) with 10 mg/kg ZVD fmk dissolved in Tris-
buffered saline or vehicle 2 h after APAP. To mimic the clinical care of APAP-
overdose patients, some mice receive the antidote NAC (i.p., 500 mg/kg) at 1.50or 3 h
after APAP overdose.
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