
Supplemental Fig 1: Expression of TLR2 and signaling intermediates. A) Radioactive ISH 

localized TLR2+ cells to denervated zones in the lesion-reactive hippocampus (L) at 3h. No 

positive cells were seen in contralateral hippocampus (C). B) TLR2 immunofluorescence staining 

in the lesion-reactive hippocampus of wildtype (WT) versus TLR2-deficient (TLR2 KO) mice 

shows specificity of the TLR2 antibody. Sections were chosen to contain matched CD11b+ 

immunoreactivity (not shown). C,D) Quantitative RT-PCR at 3h for CD14 (panel C) and  TLR1 

(panel D)) mRNA, normalized to 18S (n=7-9). E) MyD88 mRNA levels were measured by 

quantitative RT-PCR at 3h and 24h and normalized to 18S (n=8-9). F) ISH shows IκBα+ cells in 

the lesion-reactive dentate gyrus (L, right hand panel), compared to the contralateral 

hippocampus at 24h (C, left-hand panel, n=4). *p<0.05. NS = not statistically significant. 

 

Supplemental Fig 2: CD45 immunoreactivity in lesion-reactive hippocampus. B,C) CD45 

staining in lesion-reactive hippocampi of wildtype (WT) (B) and  TLR2-deficient mice (C) at 5 d 

post lesion. Panel A shows staining of a wild-type section with isotype control IgG2b antibody. 

Original magnification 10X. 

 

Supplemental Fig 3: TLR2-deficiency does not impair astrogliosis at 8d. A) Proliferation was 

assessed by BrdU incorporation by GFAP+ (CD45-) astrocytes in lesion-reactive (L) and  

contralateral (C) hippocampi from wildtype (WT) and TLR2-deficient (TLR2 KO) mice at 8d 

post-lesion. Results are expressed as mean ± standard error. B) The physical properties of 

astroglial populations in contralateral and lesion-reactive hippocampi were examined as FSC and 

SSC, gating on GFAP+ (CD45-) (astroglial) cells. The graph shows percent increase in these 

parameters over those from unlesioned contralateral hippocampi. Each point shows the value 
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from a single mouse, with bars indicating the mean value of each group. *p<0.05. NS = not 

significant. 

 

Supplemental Fig 4: Model for TLR2 signaling in regulation of the innate response to 

axonal injury. Transection of axons in the entorhinal cortex (EC) of mice causes terminal axonal 

degeneration in the molecular layers of the hippocampus, leading to rapid microglial and 

astroglial activation in zones of glial reactivity. Degenerating axons trigger early glial responses 

via at least two signaling pathways. A TLR2-independent pathway initiates macrophage 

infiltration by triggering early expression of CCL2 by astrocytes and microglia. A TLR2-

dependent pathway induces early expression of TNFα and several chemokines. Early microglial 

expansion is also TLR2-dependent. T cell infiltration has a dual requirement for TLR2 signaling 

and previous entry by macrophages. Astrocyte reactivity appears to be TLR2-independent. 

Whether other aspects of astroglial response are regulated by TLR2 remains to be determined. 

GC=granule cell layer. 

 


