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Table 1: The qPCR primer sequences used in this study.
	Gene name
	Forward Primer Sequence
	Reverse Primer Sequence

	XBP1u
	GACAGAGAGTCAAACTAACGTGG
	GTCCAGCAGGCAAGAAGGT

	XBP1s
	ACACGCTTGGGAATGGACAC
	CCATGGGAAGATGTTCTGGG

	β-actin
	GGCTGTATTCCCCTCCATCG
	CCAGTTGGTAACAATGCCATGT

	WFS1
	GCGTGACTGACATCGACAAC
	GTAGCGGTCGAACTTCTTGA



Table 2: The longitudinal follow-up of the proband’s beta-cell function.
	[bookmark: OLE_LINK34]Follow-up time
	
	0min
	60min
	120min

	2019.4
	Glucose(mmol/l)
	6.08
	14.97
	18.78

	
	Insulin(pmol/l)
	7.7
	47.03
	50.48

	
	C-peptide(pmol/l)
	157.9
	515.4
	715.7

	2019.9
	Glucose(mmol/l)
	5.43
	11.01
	12.13

	
	Insulin(pmol/l)
	22.1
	122.2
	182.6

	
	C-peptide（pmol/l）
	376.1
	916
	1610

	2020.7
	Glucose(mmol/l)
	5.87
	11.58
	13.84

	
	Insulin(pmol/l)
	52.1
	177.2
	170.2

	
	C-peptide(pmol/l)
	489.7
	1065
	1572

	2021.9
	Glucose(mmol/l)
	5.07
	12.56
	14.75

	
	Insulin(pmol/l)
	17
	141.4
	117.2

	
	C-peptide(pmol/l)
	354
	995.1
	1208

	2024.6
	Glucose(mmol/l)
	5.16
	12.79
	13.4

	
	Insulin(pmol/l)
	18.6
	142.8
	107.9

	
	C-peptide(pmol/l)
	433.8
	1134
	1554




Table 3: The beta-cell function of the family members who carry the same WFS1 mutation.
	Family members
	
	0min
	60min
	120min

	II-2
	Glucose(mmol/l)
	7.11
	12.41
	12.11

	
	Insulin(pmol/l)
	20.2
	131.7
	195.5

	
	C-peptide(pmol/l)
	424.4
	1167
	2141

	II-3
	Glucose(mmol/l)
	6.00
	10.16
	6.27

	
	Insulin(pmol/l)
	93.3
	1039
	884.7

	
	C-peptide(pmol/l)
	996.4
	4655
	4279

	III-2
	Glucose(mmol/l)
	4.68
	6.06
	3.55

	
	Insulin(pmol/l)
	79.6
	858.1
	370

	
	C-peptide(pmol/l)
	615.3
	3648
	2542

	I-3
	Glucose(mmol/l)
	5.31
	7.73
	6.12

	
	Insulin(pmol/l)
	35.2
	436
	349

	
	C-peptide(pmol/l)
	550.1
	2966
	2983



Table 4: The longitudinal follow-up of the proband’s HbA1c
	Follow-up time
	HbA1c(%)

	2019.4
	13.1

	2019.9
	5.9

	2020.7
	6.4

	2021.9
	5.7

	2024.9
	5.5




Table 5: Summary of the clinical features and the reported mutations phenotyped as isolated DM.
	Patient
	Mutation
	Age at onset of diabetes
	Sex 
	BMI (kg/m2)
	HbA1c at onset of diabetes (%)
	Islet autoimmune antibodies
	Fasting plasma glucose
(mmol/L)
	Fasting insulin
(pmol/L)
	Fasting C-peptide
(pmol/L)
	DKA at onset
	Ref.

	1
	V707I+F884fs951X
	7
	—
	—
	—
	—
	—
	—
	—
	—
	(1)


	2
	V707I+F884fs951X
	5
	—
	—
	—
	—
	—
	—
	—
	—
	

	3
	V707I+F884fs951X
	5
	—
	—
	—
	—
	—
	—
	—
	—
	

	4
	V707I+F884fs951X
	3
	—
	—
	—
	—
	—
	—
	—
	—
	

	5
	V707I+F884fs951X
	7
	—
	—
	—
	—
	—
	—
	—
	—
	

	6
	V707I+F884fs951X
	5
	—
	—
	—
	—
	—
	—
	—
	—
	

	7
	V707I+F884fs951X
	8
	—
	—
	—
	—
	—
	—
	—
	—
	

	8
	V707I+F884fs951X
	4
	—
	—
	—
	—
	—
	—
	—
	—
	

	9
	V707I+F884fs951X
	7
	—
	—
	—
	—
	—
	—
	—
	—
	

	10
	V707I+F884fs951X/F646fs708X
	6
	—
	—
	—
	—
	—
	—
	—
	—
	

	11
	p.W314R
	51
	F
	23
	—
	Negative
	7.0 
	41.67
	640
	No
	(2)

	12
	p.W314R
	—
	M
	21.5
	—
	Negative
	6.0 
	83.34
	760
	No
	

	13
	p.R558C
	14
	—
	—
	—
	Negative
	>10
	—
	—
	No
	(3)

	14
	p.Q366fs/p.L459R
	9
	—
	—
	15.6
	Negative
	—
	—
	170.16
	—
	(4)


	15
	p.E158K/p.F329I
	18
	—
	—
	—
	Negative
	—
	—
	111.7
	—
	

	16
	p.E158K/p.F329I
	22
	—
	—
	—
	Negative
	—
	—
	—
	—
	

	17
	p.S631F
	5
	—
	—
	—
	Negative
	—
	—
	69.93
	—
	

	18
	p.V415del/p.I845S
	5.7
	M
	17.8
	6.3
	Negative
	6.7 
	42.36
	757
	No
	(5)


	19
	p.Trp666Ter/p.P882Sfs*69
	3.3
	M
	16.9
	7.2
	Negative
	8.2 
	—
	827
	—
	

	20
	p.Trp666Ter/p.P882Sfs*69
	7
	F
	17.2
	10.9
	Negative
	7.9 
	—
	970
	—
	

	21
	p.H450Pfs*93
	68
	F
	27.34
	—
	—
	—
	—
	—
	—
	(6)

	22
	p.A214fs*74/p.F329I
	25
	F
	18.6
	5.6
	Negative
	6.94 
	—
	445.41
	No
	(7)


	23
	p.I427S/p.I304T
	13
	F
	20.06
	13.2
	Negative
	11.2 
	—
	360.57
	No
	

	24
	p.S430L
	25
	M
	28.2
	11.5
	Negative
	13.27 
	—
	430.26
	No
	

	25
	p.M518V
	25
	F
	23.18
	6.4
	Negative
	9.64
	—
	890.82
	No
	

	26
	p.Q226*
	25
	M
	22.8
	6.4
	Negative
	7.36
	—
	672.66
	No
	



“—”, not provided. F, female; M, male. BMI, body mass index. HbA1c, glycated hemoglobin. DKA, diabetic ketoacidosis
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