Supplementary figures and figure legends
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Extended Data Figure 1. Schematic of the detection procedure.

a. The mouse model of TLNE was established using MC38 cells that were injected into the footpads of C57BL/6 mice.
b. The location of PLNs in C57BL/6 mice injected with MC38 cells.
c, d. The sizes of the PLNs obtained at 0 d, 1 d, 2 d, 3 d, 5 d, 7 d and 10 d (c). The statistical results are shown below (d). Scale bars: 3 mm. At least 5 samples in each group were counted.
e. Schematic of the detection procedure.
f. Photos of PLN tissues before and after HYBRiD clearing. Scale bars: 3 mm.
*: P<0.05; **: P<0.01; NS: no significant difference.
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Extended Data Figure 2. 3D images of the TH-positive sympathetic nerves in PLNs at different time points.
a-c. 3D images of TH-positive sympathetic nerve fibers in PLNs at 0 d, 1 d, 2 d, 3 d, 5 d, 7 d and 10 d (a). A randomly selected 3D image (420 μm - X axis × 1000 μm - Y axis × 420 μm - Z axis) was selected and is shown here. The statistical results of the lengths of nerve fibers (b) and the numbers of nerve branches (c) are shown on the right. Scale bars: 150 μm. At least 5 nerve fibers in each group were counted.
*: P<0.05; NS: no significant difference.
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Extended Data Figure 3. The original and surface images optimized by imaris.
a, b. 3D images of the original and surface images of PLN obtained at 7 d. The images was optimized by imaris. Scale bars: 300 μm.
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Extended Data Figure 4. 3D images of the sensory nerves in PLNs at different time points.
a, b. Schematic diagram of the structure of the targeting vectors (DBH-P2A-EGFP, a; CALCA-P2A-BFP, b).
c-e. 3D images of the sensory nerves in PLNs. The sensory nerves are shown as blue fluorescence (c). The statistical results of the lengths of nerve fibers (d) and the numbers of nerve branches (e) are shown on the right. Scale bars: 300 μm.

NS: no significant difference.
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Extended Data Figure 5. 3D images and IF staining of NFL and TH in PLNs.
a. 3D images of NFL and TH in PLNs at 7 d. Scale bars: 100 μm.

b. IF staining of NFL and TH in PLNs at 7 d. Scale bars: 100 μm.
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Extended Data Figure 6. Different cell subsets in PLNs and the markers used for the classification of different stromal cell subsets.
a, b. The number of different cell subsets in the PLNs.
c. The markers used for the classification of different cell subsets in PLNs.
d. GO-BP analysis of different cell subsets in the snRNA-seq dataset (accession code: GSE280461).
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Extended Data Figure 7. Changes in immune cells in PLNs during the process of TLNE.
a-h. Changes in B-cell (a), CD4+ T-cell (b), CD8+ T-cell (c), NK cell (d), Ly6g+ neutrophil (e), Ly6C+ monocyte (f), CD11b+ macrophage (g) and CD11c+ DC (h) subsets in the PLNs at 0 d, 1 d, 3 d, 5 d and 7 d, respectively. The ratio of lymphatic cells is shown on the left, and the flow cytometry dot plots of lymphatic cells at 0 d, 5 d and 7 d are shown on the right. Each group was repeated at least 4 times.
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Extended Data Figure 8. GO and GSEA of the correlation between FRCs/MRCs and neural signalling pathways.
a. GO analyses of the correlation between FRCs and neural signalling pathways.
b. GSEA of the correlation between FRCs and synapse assembly, synapse organization, regulation of synapse structure or activity pathways and neuron migration.
c. GO analyses of the correlation between MRCs and neural signalling pathways.
d. GSEA of the correlation between MRCs and neurotransmitter regulation, neuron migration, positive regulation of nervous system development and neurotransmitter transport.
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Extended Data Figure 9. Screening of nerve growth factors, neurotrophic factors and other nerve-related factors in the snRNA-seq dataset.
a, b. Differences in the expression of nerve growth factors, neurotrophic factors and other nerve-related factors in FBs (a) and MRCs (b) obtained from PLNs (2.5 d vs. 0 d).
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Extended Data Figure 10. Images of primary FRCs treated with culture medium from MC38 cells or the control at different time points.
a. Images of primary FRCs treated with culture medium from MC38 cells or the control at 12 h, 24 h and 48 h. Scale bars: 40 μm.

b. IF images of α-SMA in primary FRCs treated with culture medium from MC38 cells or the control at 12 h, 24 h and 48 h. Scale bars: 10 μm.
c. The procedure of PC12 cells that were treated with culture medium from primary FRCs/MC38 cells or the control.
d-f. Visible and immunofluorescent photos of PC12 cells treated with culture medium from primary FRCs/MC38 cells or the control at 48 h (d). The statistical results of the lengths of nerve fibers in the visible (e) and immunofluorescent images (f) are shown on the right. Scale bars: 20 μm, left. All PC12 cells within the images were analyzed in each group; Scale bars: 12 μm, right. Each group was repeated at least 5 times.
*: P<0.05; **: P<0.01.
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Extended Data Figure 11. The percentages of B220, CD11b and Ly6g in PLNs treated with 6-OHDA or Vc and inoculated with MC38 cells.
a. IHC staining of B220, CD11b and Ly6g in PLNs treated with 6-OHDA or Vc and inoculated with MC38-tdTomato cells after 7 days. Scale bars: 100 μm.

b. The statistical results of the percentages of B220, CD11b and Ly6g positive cells in PLNs treated with 6-OHDA or Vc and inoculated with MC38-tdTomato cells after 7 days.
**: P<0.01.

Extended Data Video 1. 3D videos of DBH-P2A-EGFP-positive nerve fibers in PLNs at 0 d, 1 d, 2 d, 3 d, 5 d, 7 d and 10 d.
The time periods during which PLNs at each time point appear in the video: 0-3 seconds - 0 d; 4-7 seconds - 1 d; 8-11 seconds - 2 d; 12-16 seconds - 3 d; 17-22 seconds - 5 d; 23-29 seconds - 7 d; 30-36 seconds - 10 d.
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