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[bookmark: X763695ad79690739c415767bf0bd744b596d58d]Supplementary Results 1: Functional annotation of large-effect BBB genes
Six genes reached |Log₂FC| ≥1.0 in the blood-brain barrier (BBB), all lower in schizophrenia spectrum disorder (SSD) (Supplementary Table 1). All are nominally significant only, none reaching FDR-corrected significance, and are described solely to characterise the gene-level signal underlying the pathway results.
Three relate to barrier structural integrity: P4HA1, a prolyl hydroxylase required for basement membrane collagen synthesis; ARHGAP27, a Rho GTPase-activating protein involved in tight junction assembly and endothelial cytoskeletal dynamics; and IGFBP3, a modulator of IGF-1 signalling with roles in vascular maintenance. One relates to immune regulation: TNFRSF6B (DcR3), a soluble decoy receptor sequestering FasL, LIGHT and TL1A. One relates to mitochondrial function: FAM210A, involved in mitochondrial translation and respiratory chain assembly. DRC3, a dynein regulatory complex subunit, has no established barrier function.
Taken together these could be read as structural and immunological compromise of the BBB in SSD, but the reading is speculative and untested. FAM210A is the only mitochondrial gene among the six, and no mitochondrial pathway was enriched in the BBB, so its reduction does not support mitochondrial suppression in the BBB; the BBB signal is glycolytic.
[bookmark: Xa9122e7b3d403e067cc0dc8a73c4372a8c4737b]Supplementary Table 1: BBB genes at |Log₂FC| ≥1.0
All six are lower in SSD. All nominally significant only; none reached FDR-corrected significance.
	Gene
	Log2FC
	Nominal P
	Annotation

	TNFRSF6B
	+1.373
	.014
	Decoy receptor 3, sequesters FasL, LIGHT, TL1A

	IGFBP3
	+1.187
	.003
	IGF-1 signalling modulator, vascular maintenance

	DRC3
	+1.077
	.029
	Dynein regulatory complex subunit, no established barrier role

	ARHGAP27
	+1.055
	.012
	Rho GTPase-activating protein, tight junction assembly

	FAM210A
	+1.030
	.008
	Mitochondrial translation and respiratory chain assembly

	P4HA1
	+1.024
	.023
	Prolyl 4-hydroxylase α1, basement membrane collagen, HIF-1 target


[bookmark: Xb1010f655c3af329a10a14ead99c326a73125d3]Supplementary Results 2: Hypoxia confounder analysis
PFKFB3 is inducible by hypoxia through HIF-1 [5], raising the possibility that the BBB glycolytic signal reflects pre-mortem ischaemia rather than a chronic disease-related state. Four observations argue against a hypoxia-only account.
First, donors were matched as closely as possible on overall cause of death, with a cardiovascular cause in 3 of 8 SSD donors against 2 of 8 controls. Second, endothelial PFKFB3 responds to stimuli other than hypoxia, including growth factors and hormones [1, 2, 4, 7]. Third, P4HA1, a hypoxia-inducible transcriptional target of HIF-1 [8], was reduced in SSD BBB (Log2FC = +1.02, nominal P = .023), the opposite of what sustained hypoxia predicts. Fourth, a post hoc sensitivity analysis excluding the single donor with severe agonal change and a CSF pH of 5.93, re-running both the linear mixed model and FGSEA, left the primary findings unchanged in direction and significance (SLC16A1 became marginal, P = .051).
These arguments constrain but do not exclude an agonal contribution, and transcript abundance in fixed post-mortem tissue remains an indirect measure of metabolic state.
Supplementary Table 2: Glucose and lactate transporters in BBB and parenchyma
	Gene
	Protein
	BBB Log₂FC
	BBB nominal P
	Par. Log₂FC
	Par. nominal P
	Function

	SLC2A1
	GLUT1
	+0.788*
	.024
	+0.088
	.379
	Main BBB endothelial and astrocytic glucose transporter

	SLC2A3
	GLUT3
	+0.238
	.175
	−0.008
	.913
	Main neuronal glucose transporter; shown in the BBB to test for compensatory upregulation

	SLC16A1
	MCT1
	+0.929*
	.033
	+0.090
	.547
	Endothelial and astrocytic lactate transporter


* Nominal P ≤.05, uncorrected; no gene reached FDR-corrected significance. A positive Log2FC indicates reduced expression in SSD versus control. Par. = parenchyma; parenchyma AOIs are CD31- and pool all non-endothelial cells, so the GLUT1 and MCT1 parenchyma estimates reflect astrocytes together with the other cell types present, and the GLUT3 parenchyma estimate reflects neurons diluted by non-neuronal cells. GLUT3 is the main neuronal glucose transporter [6], but its transcript is also enhanced in brain endothelial cells [3], so it is reported in the BBB column to test whether reduced GLUT1 was compensated by another endothelial glucose transporter; its estimate gives no sign of such compensation. SLC16A7 (MCT2) did not pass quality control and is therefore absent from the differential expression output.
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