IL-13 is a therapeutic target in radiation lung injury
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Supplemental Figure 1. 1L-13 expression in irradiated lungs.

Eight to 10 week old female c57BL6/NcR mice were exposed to 5 daily fractions of 6 Gy
(5x6Gy) of thoracic irradiation. (a) IL-13 protein levels were evaluated with ELISA in lung
lysates collected at two weeks after irradiation. IL-13 levels were markedly increased in
irradiated lung compared to unirradiated lung. (b) At 16 weeks after irradiation, lung tissue
(n=5 mice per condition) was collected from irradiated mice and controls (0Gy). IL-13
expression was assessed with immunohistochemistry in formalin fixed, paraffin embedded tissue

sections with DAB as the chromogen (brown) and hematoxylin counterstain (blue).
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Supplemental Figure 2. Expression of TGF-p and phosphorylated smad2/smad3 in
irradiated lungs. Eight to 10 week old female c57BL6/NcR mice were exposed to 5 daily
fractions of 6 Gy (5x6Gy) of thoracic irradiation. TGF-B and smad2/smad3 phosphorylation
were assessed by immunofluorescence (n=5 mice). (a) Representative images are presented. (b)
The intensity of phosphorylated smad2/smad3 was compared between conditions. Columns:

mean, error bars: + SD, brackets: p<0.05; ANOVA with Tukey’s correction.
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Supplemental Figure 3. Effects of IL-13 neutralization on the expression of TGF-p and
phosphorylated smad2/smad3 in irradiated lungs. ¢57BL6/NCR mice were exposed to 5x6Gy
thoracic irradiation and treated with anti-1L-13 IgG or isotype control (0.5mg per mouse) via IP
injection. Additional mice were maintained without irradiation (0Gy). Mice were treated
weekly for eight weeks starting at 3 weeks post-irradiation, and lung tissue (n=3 mice) was
collected 16 weeks following irradiation. TGF-p and smad2/smad3 phosphorylation were
assessed by immunofluorescence. (a) Representative images are presented. (b) The intensity of
phosphorylated smad2/smad3 was compared between conditions. Columns: mean, error bars: +

SD, brackets: p<0.05; ANOVA with Tukey’s correction.
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Supplemental Figure 4. Histologic findings in long-term survivors of thoracic irradiation.
Eight to 10 week old female IL-13"- mice were exposed to 5 daily fractions of 6 Gy (5x6Gy) of
thoracic irradiation. Mice were followed for survival. At the time of death, lungs were inflated
with neutral buffered formalin and processed for histology. Masson Trichrome staining
(collagen: light blue, epithelia: red, nuclei: dark blue) of lung tissue of long term survivors
demonstrates minimal fibrotic progression at 192 and 229 days after irradiation. Blood pool is
noted in the 229 day survivor due to post-mortem collection. Rare, small, pleural based foci of

fibrosis were noted in a mouse that survived 301 days after irradiation. Bar: 50 um.



