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Figure S1. Immunofluorescence (IF) evaluation of CD31 in HUCCT1 subcutaneous xenografts. Scale bar, 500 µm.
[image: 图片包含 照片, 游戏机, 不同, 华美
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Figure S2. Treatment with anti-VEGFR2 increases α-SMA, expression in HUCCT1 subcutaneous xenografts. Scale bar, 500 µm.
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Figure S3. Treatment with anti-VEGFR2 increases fibronectin expression in HUCCT1 subcutaneous xenografts. Scale bar, 500 µm.
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Figure S4. Treatment with anti-VEGFR2 increases collagen I expression in HUCCT1 subcutaneous xenografts. Scale bar, 500 µm.
[image: 图表, 箱线图

AI 生成的内容可能不正确。]
Figure S5. In vitro B7-33-SNPs reversed the activation of iMEF. (A) Western blot images and (B) corresponding quantitative analysis of phosphorylated Smad2 (p-Smad2), phosphorylated Smad3 (p-Smad3), total Smad2 (t-Smad2), and total Smad3 (t-Smad3) in iMEF cells under different treatment conditions (n = 3). Data are presented as mean ± standard deviation. Statistical significance was determined by Student’s t-test; *p < 0.05, **p < 0.01.
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[bookmark: _Hlk207901830]Figure S6. Differential expression of activated fibroblast marker proteins and pro-angiogenic factors from CAFs after treatment detected by qRT-PCR. Analysis of mRNA levels of pro-angiogenic factors in iMEF cells or TGF-β-activated iMEF after 48 hours of treatment with B7-33-SNPs. Data are shown as mean ± SD (n = 3); t-test indicated *p < 0.05, ‌**p < 0.01 and ***‌p < 0.001.

[bookmark: _Hlk207271114][image: 图表, 散点图, 箱线图

AI 生成的内容可能不正确。]
Figure S7. Post-treatment body weight in mice for each treatment group. The data are presented as the mean ± standard deviation (n = 6).
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Figure S8. Tumor penetration analysis of SNPs-Cy5.5 following cRGD-B7-33 pretreatment. (A) Scheme of anti-fibrosis therapy. The cholangiocarcinoma-bearing mice received cRGD-B7-33 intravenously every 2 days for eight injections and subsequently the SNPs-cy5.5 was given afterward. (B) In vivo fluorescence imaging 1 h post-SNPs-Cy5.5 injection. (C) Quantified tumor fluorescence intensity. (D) Confocal microscopy images of tumor sections (DAPI: blue; SNPs-Cy5.5: red) showing spatial distribution (dotted lines demarcate tumor edge/core; scale bar=100μm). (E) Quantification of the depth of SNPs-cy5.5 penetration in tumors treated by the cRGD-B7-33. Results shown as mean ± SD (n = 6); t-test indicated ***‌p < 0.001.
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[bookmark: OLE_LINK9]Figure S9. Histopathological evaluation of major organs. H&E-stained sections from mice with different treatments. 
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