Supplementary information

Supplementary Figure 1. (a) Differential protein heat map, high expression proteins are shown as red and low expression protein are shown as blue. (b) KEGG pathway analysis of the top 7 protein based on the DEPs that were identified in the AC and BC groups.
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Supplementary Figure 2. (a) Expression of GFAP (green) and AQP4 (red) in astrocytes treated with AQP4-IgG (400 ug/ml) and Con-IgG (400 ug/ml) for 24 hours by immunofluorescence. (b) Effects of different concentrations of PPP on the viability of astrocytes (left) and effects of 0.5 nM and 1 nM PPP on glutamate content in astrocyte supernatant (right). (c) Fluorescence detection of IGF-2 expression in astrocytes transfected with IGF-2 adenovirus for 36 hours [MOI=(Virus titer x Virus volume )/Cell number, Virus titer 5.01x1010IU/ml ], Western blots analysis for IGF-2. (d) qRT-PCR analysis for IGF-2, IGF-1R, AKT, p-AKT, PI3K, Bax, Bcl-2, Caspase-3 and Caspase-9 in astrocytes. Data represent the mean±SD from three representative experiments. (*P < 0.05, **P < 0.01, ***P < 0.001). 
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Supplementary Figure 3. (a) Expression of PI3K/AKT pathway and apoptosis-related proteins in brain and spinal cord of mice. β-actin was used as an internal control. (b) H-E staining of brain and spinal cord in mice. (c) Immunofluorescence detection of GFAP and AQP4 protein content in spinal cord of different groups of mice. (d) Iba-1 expression in spinal cord of mice. n= 6 per group.[image: image3.png]Spinal cord
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Supplementary Figure 4. (a) Effects of different concentrations of glutamate on cell viability after co-culture with astrocytes for 3 hours；(b) Detection of glutamate content in supernatant after astrocytes were treated with AQP4-IgG and Con-IgG; (c) Immunofluorescence detection of EAAT2 expression in different groups of astrocytes. Data represent the mean±SD from three representative experiments. (*P < 0.05, **P < 0.01, ***P < 0.001). 
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Supplementary table 1. mRNA primer sequences.
	Name
	Forward 5’−3’
	Reverse 5’−3’

	AKT
	TTCTATGGTGCGGAGATTGT
	CAGCCCGAAGTCCGTTA

	Bcl-2
	GAGGATTGTGGCCTTCTTTG
	GTTCCACAAAGGCATCCCAG

	Bax
	TGGAGCTGCAGAGGATGATT
	CAGGGCCTTGAGCACCAGTT

	Caspase-3
	TGACTGGAAAGCCGAAAC
	TGGATGAACCACGACCC

	EAAT2
	TAATCACAGGGTTGTCAGGC
	CGGCAATGATGGTCGTG

	IGF-2
	CTGCATCGCTGCTTACGG
	GGTTGGCACGGCTTGAA

	IGF-1R
	CGTCTTTGCGAGAACCAT
	CGACTTGCGACCCGTAT

	IGF-2R
	GGGGATACCTGCCATAA
	CACTCTGTCACATTGAAAGG

	IGFBP-3
	AGAATATGGTCCCTGCCGTAGA
	TGGAAGGGCGACACTGCTT

	IGFBP-6
	CTGCCGCAGACACTTGGAT
	GAGGAACGACACTGCTGCTT

	IL-1β
	GCTTCAGGCAGGCAGTA
	TCATCCCATGAGTCACAGA

	PI3K
	AGCGGAGAACCTATTGC
	ACTTCGCCGTCTACCAC


Supplementary table 2. Clinical patient information(n= 6 per group).
	
	NMOSD (n=6)
	NMO-RTX  (n=6)
	Control (n=6)

	Gender (female)- no.(%)
	6
	6
	6

	Age-yr
	37.83±10.38
	37.83±10.38
	37.17±10.25

	clinical manifestation-no.(%)
	
	
	

	Optic neuritis
	4
	4
	-

	Acute myelitis
	3
	3
	

	Area postrema syndrome
	3
	3
	-

	Brainstem syndrome
	2
	2
	-

	Diencephalic syndrome
	0
	0
	-

	Cortical manifestations
	0
	0
	-

	Relapse rate during 12 month
	-
	0.83±0.72
	-

	Median score on EDSS
	5.5 (2-8)
	5.5 (2-8)
	-

	AQP4-IgG (+)-no.(%)
	6 (6)
	6
	-


