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Supplementary figure S1. LiposIA were stored at 4°C for extended periods of time.
After a minimum of 12 d of storage, no statistically significant changes in
polydisperse index value (A) and particle size (B) were calculated using a t-test
compared with the initial particle size, indicating the particles remained stable. Error

bars =+ SD and N = 3.
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Supplementary figure S2. (A, B) IL-22 concentrations measured by ELISA in
selected organs (heart, liver, lungs, spleen, kidney and brain) 3 or 7 days after a single
dose injection with 0.5 mg of liposlIA, lipolL-22, liposN or PBS (Control) (N = 5;

mean % SD).
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Supplementary figure S3. (A-G) Signaling transductions activated by liposIA were

analyzed by western blot against phosphorylated and total protein levels of STAT3 in

selected organs (heart, kidney, spleen, brain, lung, intestine and pancreas) 2 days after

a single dose injection with 0.5 mg of liposIA, lipolL-22, pIL-22, liposN or PBS

(Control).
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Supplementary figure S4. Densitometric values of p-STAT3 (A, heart; B, kidney; C,
spleen; D, brain; E, lung; F, intestine; G, pancreas) were quantified and normalized to
control (n = 3; mean + SD; *P < 0.05, **P < 0.01). The values of control were set to
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Supplementary figure S5. Hepatocytes, not non-parenchymal cells, are the major

target cells. (A) Representative liver immunohistochemistry (p-STAT3) after a single

dose injection with liposlA, liposIL-22, pIL-22 and liposN at 2 days. (B) Signaling

transductions activated by liposIA were analyzed by western blot. (C) Densitometric

values of p-STAT3 were quantified and normalized to control (#» = 3; mean + SD; *P

< 0.05). The values of non-parenchymal cells were set to 1.
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Supplementary figure S6. C57BL/6 mice were injected with 0.5 mg of liposlA,

lipolL-22, pIL-22, liposN, PBS (control), followed 2 days later by intraperitoneal
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injection 500 mg/kg of APAP. Serum was collected at 12 h for determination of ALT,

AST levels (A, B) (N = 5; mean £ SD; **p <0.01, ***p <0.001).
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Supplementary figure S7. C57BL/6 mice were intramuscularly injected with 0.5 mg
of liposlA, lipolL-22, pIL-22, liposN, PBS (control), and challenged 2 days later with
an injury does of acetaminophen (APAP). Naive mice as blank control group. Mice
were then killed 24 h post APAP injection, total liver extracts were prepared and
subjected to western blot analysis with various antibodies. Densitometric values were

quantified and normalized to naive group. The values of naive were set to 1.
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