Clinical and immunological characterization of IgG subclass deficiency reveals that low levels of pneumococcal antibodies associate with need of immunoglobulin replacement therapy
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Table S1. Monoclonal antibodies used for flow cytometry
	Monoclonal antibody
	Conjugation	
	Clone
	Company

	CD3/8/45/4
	FITC/PE/PerCP/APC
	
	BD

	CD3/16+56/45/19
	FITC/PE/PerCP/APC
	
	BD

	CD45RA
	FITC
	L48
	BD

	CD24
	FITC
	ML5
	BD

	CD3
	PE
	UCHT1
	BD

	CD27
	PE
	L128
	BD

	Foxp3
	PE
	PCH101
	eBioscience

	CD38
	PerCP Cy5.5
	HIT2
	BD

	HLA-DR
	PerCP
	G46-6
	BD

	CD4
	PE-Cy7
	SK3
	BD

	CD25
	PE-Cy7
	M-A251
	BD

	CD28
	APC
	CD28.2
	BD

	CD21
	APC
	B-Iy4
	BD

	CD4
	APC
	SK3
	BD

	CD8
	APC-H7
	SK1
	BD

	IgD
	APC-H7
	IA6-2
	BD

	CCR7
	Horizon V450
	150503
	BD

	IgM
	Horizon V450
	G20-127
	BD

	CD3
	Horizon V450
	UCHT1
	BD

	CD27
	Horizon V500
	M-T271
	BD

	CD19
	Horizon V500
	HIB19
	BD


 

Table S2. Distribution of immunoglobulin deficiencies in IgG subclass deficiency patients based on historical data in the medical records
	
	All (n=35)
	Reintroduction of IgRTa, b, c

	
	n (%)
	Yes (n=18)
	No (n=17)

	Subnormal IgG
	18 (51)
	11 (61)
	7 (42)

	Subnormal IgA
	9 (26)
	5 (28)
	4 (23)

	Subnormal IgM 
	5 (14)
	2 (11)
	3 (17)

	IgG1 deficiency
	13 (37)
	7 (39)
	6 (35)

	IgG2 deficiency
	12 (34)
	7 (39)
	5 (29)

	IgG3 deficiency
	22 (63)
	12 (67)
	10 (59)

	Mixed IgG1/2/3 deficiency 
	11 (31)
	7 (39)
	4 (23)

	Subnormal IgG/IgG1 deficiency
	1 (3)
	1 (6)
	0

	Subnormal IgG/IgG2 deficiency
	2 (6)
	1 (6)
	1 (6)

	Subnormal IgG/IgG3 deficiency
	3 (9)
	1 (6)
	2 (12)

	Subnormal IgG/mixed IgG1/2/3 deficiency
	10 (29)
	8 (44)
	2 (12)

	Subnormal IgA/IgG2 deficiency
	1 (3)
	1 (6)
	0

	Subnormal IgG and IgA/ IgG2 deficiency
	1 (3)
	1 (6)
	0

	Specific IgG deficiency
	6 (17)
	4 (22)
	2 (12)

	MBL deficiency
	6d (17)
	3 (17)
	3 


Reference values (g/L); IgM 0.27-2.1; IgA 0.88-4.5; IgG 6.7-15; IgG1 2.80-8.0; IgG2 1.15-5.7; IgG3 0.24-1.30)
a Ig-replacement therapy (IgRT) was reintroduced after non-treatment evaluation period; b the comparisons between patients who required and not required reintroduction of IgRT were not statistically significant; c Two patients died before the reintroduction of IgRT and another two dropped out due to comorbidity. d All 35 initially included in study were analyzed.


Table S3. Lymphocyte populations in patients with IgG subclass deficiency and controls.

	
	
	IgG subclass deficency

	
	Controls
	All off IgRT
	All on IgRT
	Reintroduction of IgRTa,b, c

	
	(n=34)
	(n=30)
	(n=30d)
	Yes (n=16)
	No (n=14)

	Subset
	Median
	IQR
	Median
	IQR
	Median
	IQR
	Median
	IQR
	Median
	IQR

	Lymphocytes x109/L 
	1.7
	1.40-2.2
	2.0
	1.4-2.5
	1.8
	1.4-2.5
	1.8
	1.4-2.6
	2.2
	1.8-2.5

	% of leukocytes
	31
	26-35
	28
	23-35
	30
	27-36
	28
	24-39
	28
	21-34

	
T-cells CD3+ /µL
	1268
	1019-1733
	1405
	1041-1968
	1364
	968-2055
	1347
	951-1916
	1457
	1361-1981

	% of lymphocytes
	76
	71-80
	73
	66-80
	73
	66-79
	70
	66-80
	76
	66-79

	
T-helper CD3+4+/µL
	800
	702-929
	927
	615-1089
	858
	539-1404
	927
	551-1272
	903
	758-1060

	% of lymphocytes
	46
	39-53
	43
	37-53
	44
	36-49
	45
	39-51
	40
	37-54

	
T-cytotoxic CD3+8+/µL
	383
	310-645
	452
	355-663
	513
	329-620
	404
	347-628
	579
	377-782

	% of lymphocytes
	24
	20-34
	26
	18-32
	23
	20-30
	25
	19-32
	26
	18-31

	
B-cells CD19+/µL
	182
	130-221
	221
	124-355
	184
	118-350
	227
	139-381
	178
	168-344

	% of lymphocytes
	10
	7.1-14
	12
	7.7-14
	11
	7.4-14
	12
	8.9-15
	12
	5.6-13

	
NK-cells CD16+56+/µL
	217
	151-345
	226
	149-403
	259
	172-391
	226
	144-327
	275
	159-539

	% of lymphocytes
	13
	11-17
	15
	8.5-20
	14
	9.6-14
	15
	8.6-19
	14
	8.4-12


a Without Ig-replacement therapy (IgRT); b IgRT was reintroduced after non-treatment evaluation period; c the comparison between patients who required and not required reintroduction of IgRT were not statistically significant; d there were only 30 that were sampled without IgRT treatment. Wilcoxon paired test was used for comparisons between IgGsd patients off and on therapy, while Mann-Whitney U-test was used for non-paired analysis.

