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Supplemental Figure 1. Characterization of Lrig1 WT and KO (3 months) corneas. (A) Histological 
and morphological examination of Lrig1 WT and KO corneas using HE staining and transmission 
electron microscopy (TEM). (B) BrdU labeling of Lrig1 WT and KO cultured corneal epithelium (3 
months). Nuclei are counterstained with DAPI (blue). The dashed line indicates the basal side of 
cultured epithelium. Scale bar, 100μm. 
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Supplemental Figure 2. Expression of keratin 12 in Lrig1 WT and KO corneas (3, 8 and 12 months). 
Keratin 12 is expressed in the Lrig1 WT corneal epithelium (3, 8 and 12 months). It is also expressed 
in the Lrig1 KO corneal epithelium (3 months), but as the corneal tissues show the abnormal 
phenotype, its expression is gradually decreased (8 and 12 months). Scale bar, 100μm. 
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Supplemental Figure 3. Images showing no obvious change in the expression of known signal 
pathways in Lrig1 WT (3 months) and KO corneas (phenotype (-) 3 months, phenotype (+) 12 
months). Immunostaining for EGFR, pEGFR, c-Met, β-catenin, and Notch1 (green) in Lrig1 WT and 
KO (phenotype(+)(-)) corneas. Nuclei are counterstained with PI (red). Scale bar, 100μm. 
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Supplemental Figure 4. Validation of hematopoietic reconstitution after BM chimera generation. 
(A) Genotyping of a BM chimera Lrig1 WT/KO mouse using tail, total BM, and thymus by PCR. 
(B) Representative flow cytometric analyses of WT (Lrig1+/+) and KO (Lrig1–/–) mice reconstituted 
with littermate control indicated as WT→WT, WT→KO, KO→WT, and KO→KO chimeric mice. 
The numbers represent the percentages of monocytes and macrophages (F4/80+/CD11b-, 
F4/80+/CD11b+, and F4/80-/CD11b+) in the BM, immature, and mature B cells (CD19+/IgM+) in the BM 
and spleen, and CD4 and CD8 double- and single-positive T cells in the thymus and spleen. (C) Frequencies and 
total numbers of myeloid and lymphoid populations in the BM, thymus, and spleen are shown. Each 
bar represents the mean ±SEM (error bars) of 3-5 chimeric mice. 
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Supplemental Figure 5. The remodeling of the corneal stroma (12 months) examined by 
transmission electron microscopy (TEM). (A) TEM micrographs of WT basal stroma showing 
normal diameter collagen fibrils. Scale bar, 100nm. (B) TEM micrographs of Lrig1 KO of the 
corneal stroma showing wide variation in the diameter of the collagen fibrils. Some of the fibrils are 
over 90nm in size (*), over twice the diameter of normal fibrils. Scale bar, 100nm. (C) TEM 
micrographs of central corneal stroma from WT eyes. The micrograph shows a normal keratocyte 
(arrow). The collagen fibrils and lamella in the corneal stroma also appear normal. Scale bar, 1μm. 
(D) TEM micrograph of Lrig1 KO of the remodelled anterior stroma. Disrupted lamellae are present 
together with numerous inflammatory cells (arrowheads). Abnormal keratocytes (arrows) are present, 
with enlarged nuclei and disrupted cytoplasm. Scale bar, 2 μm. 


