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Supplementary Fig. 1 Expression of GFAP in the human sensory and frontal cortex. Expression of GFAP in the

sensory cortex (left panels) and frontal cortex (right panels) of 12- and 10-year-old control subjects, respectively,
and an 11-year-old MCT8-deficient subject. The upper panels show a panoramic view of the gyrus of the motor
cortex, including all layers and the subcortical WM. Note the absence of staining in layers II-VI of the control
samples and the widespread GFAP expression in the MCT8-deficient samples. The other panels show high-
magnification images of different cortical layers and the subcortical WM. I-VI: layers of the motor cortex. WM:

white matter. Scale bar: 1,000 um in upper panels; 50 um in other panels.
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Supplementary Fig. 2 GFAP expression in the motor cortex of WT, Mct8/Dio2KO, Dio2KO, and Mct8KO mice. Analysis
performed using 3-month-old WT, Mct8/Dio2KO, Dio2KO and Mct8KO mice (n=4 for each genotype). The upper panels
show the general distribution pattern of GFAP+ astrocytes. Observe the increased expression of GFAP in astrocytes in the
inner layers of the cortex in Mct8/Dio2KO and the intermediate phenotype of the single Dio2KO and Mct8KO mice. Higher
magnification images show details in layer | and layers IV-V. Scale bar: 125 um in upper panels; 20 um in lower panels.
Graph: quantitative analysis of the density of GFAP+ astrocytes in the M2 of animals of the four genotypes. *p< 0.05 and

**%**p < 0.0001 were determined by a two-tailed unpaired Student’s t-test. M2: secondary motor cortex. FC: fold change.
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Supplementary Fig. 3 GFAP and ALDH1L1 expression in the motor cortex of 6-month-old WT and Mct8/Dio2KO mice.
Analysis performed using WT (n=4) and Mct8/Dio2KO (n=4) mice. Left panels: GFAP expression. Right panels: ALDH1L1
expression. Upper panels show the general distribution pattern of GFAP+ and ALDH1L1+ astrocytes. Observe the
different GFAP expression pattern in the inner layers of the cortex between both genotypes. Higher magnification
images show details in layer | and layers IV-V. Scale bar: 125 um in upper panels; 20 um in lower panels. Graphs:
quantitative analysis of the density of GFAP+ and ALDH1L1+ astrocytes in the M2 of WT (blue) and Mct8/Dio2KO (red)
mice. ¥***p < 0.0001 was determined by a two-tailed unpaired Student’s t-test. M2: secondary motor cortex. FC: fold

change.



