Methods.
Antibodies and other reagents. The antibodies used for immunoblotting or immunofluorescent labeling are as follows: α-smooth muscle actin (Dako Corp., Carpenteria, CA), col(V) (Lifespan Biosciences, Seattle, WA) and col(I) (Novus Biologicals). 

Immunohistochemistry. Clinical or murine tissue sections confirmed by board-certified pathologist, were obtained from paraffin-embedded, formalin-fixed lungs underwent antigen retrieval treatment, followed by protein block (1x Power Block; Biogenex, San Ramon, CA). Sections were incubated with primary antibodies specific to col(V) and col(I) (1:50) or α-SMA (1:100) for 1h, and then incubated with rhodamine-conjugated secondary antibodies or with streptavidin-labeled secondary antibodies followed by DAB. The sections were counterstained with DAPI or hematoxylin and imaged using Zeiss microscope. 

Real Time PCR. Total RNA was isolated from two 20µm scrolls of formalin-fixed paraffin embedded tissue using RecoverAll™ Total Nucleic Acid Isolation Kit (Ambion) according to manufacturer’s instructions. cDNA was synthesized from total RNA using the iScript cDNA synthesis kit (Bio-Rad, Hercules, CA) primed by oligo-dT and random primers; 0.2 µg of total RNA was used for each reaction with a total reaction volume of 20 µl. The reaction mixtures were incubated at 25⁰C for 5 min, 42⁰C for 30 min, and 85⁰C for 5 min. 2 µl of each cDNA product was used for quantitative PCR analysis. Real-time RT-PCR for alpha 1 and 2 chains for col(I) and col(V); and GAPDH were performed using the Assays-on-DemandTM gene expression kits containing two unlabeled PCR primers and a FAMTM-labeled Taqman probe (Applied Biosystems, Foster City, CA) on a Smartcycler (Cepheid, Sunnyvale, CA). Target gene expressions were normalized to GAPDH gene expression. 

Hydroxyproline Assay. Frozen left lung was homogenized and digested overnight in 6N HCl. The supernates were analyzed for hydroxyproline concentrations as previously described (1).

Mixed Lymphocyte Reaction-H3-thymidine incorporation. Lymphocytes were isolated and subjected to proliferation assay as previously described (2).

Cytokine profiling by Cytometric Bead Analysis. Conditioned media from the mixed lymphocyte reaction was harvested and stored at -80⁰C until analysis. Plasma from the col(V) tolerized mice were collected and stored at -80⁰C  until analysis. Cytokine expression levels of IL-17A, IL-10, TNF-α, IFN-, IL-6, IL-4 and IL-2 were measured using the mouse Th1/Th2/Th17 Cytokine kit (BD Biosciences, San Jose, CA) as per manufacturer’s instructions.

Supplemental Figure Legends.
Figure S1. Pepsin digested lung homogenates (15 µg) and corresponding standards run in a 5% gel and Coomassie stained. Image shown here is representative of 3 normal and 5 IPF tissues.
Figure S2. A. Tolerance induction of col(V) protects against bleomycin-induced fibrosis. H&E and trichrome images of data presented in Figure 3. B. Tolerance induction of col(I) does not protect against bleomycin-induced fibrosis. H&E and trichrome images of data presented in Figure 4. C. Col(V) treatment protects against bleomycin-induced fibrosis. H&E and trichrome images of data presented in Figure 4. Original magnifications: 1x.

[bookmark: _GoBack]Figure S3. Hierarchical clustergram of all 80 genes modulated by col(V) treatment. 

Table S1. Excel file with raw data from the PCR-based gene array is provided in Table S1 (Supplemental Information-5).
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