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Figure S1. T cell–proliferative responses. Graph of T cell–proliferative responses to PHA, anti-CD3, anti-CD3, and IL-2, and PMA/ionomycin (Iono) in
patient B1 and healthy control cells based on thymidine incorporation.

Figure S2. Molecular dynamic simulation of WT, S40L, and L77P IL-2Rβ structures. (A) Root mean square deviation (RMSD) between the WT, S40L, and
L77P IL-2Rβ structures over 100 ns of unrestrainedMD simulation with explicit solvent. (B) Root mean square fluctuation (RMSF) inWT, S40L, and L77P IL-2Rβ
over the complete trajectory.
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Figure S3. NK cell immune phenotype. (A) FACS plots demonstrating up-regulation of CD25 in CD3− CD56+ NK cells from a healthy control (top panel) or
patient B1 (bottom panel) either unprimed or after priming with IL-2 or IL-15 (100 ng/ml each) for 12 h followed by a 3 h coincubation period with K562 cells.
SSC, side scatter. (B) FACS plots showing surface expression of CD107a in CD3-CD56+ NK cells from a healthy control (top panel) or patient B1 (bottom panel)
either unprimed or after priming with IL-2 or IL-15 (100 ng/ml each) for 12 h in response to coincubation period K562 cells for 3 h. (C) Intracellular staining for
IFNγ in CD3− CD56+ NK cells from a healthy control (top panel) or patient B1 (bottom panel) after stimulation with IL-2, IL-15, or IL-12 (100 ng/ml each) for 6 h.
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Tables S1, S2, and S3 are provided online as separate Excel files. Table S1 lists patient mutations and clinical manifestations. Table
S2 lists lab values and absolute cell counts. Table S3 lists rare variants that were identified and cosegregated in each kindred.

Zhang et al. Journal of Experimental Medicine S3

Human IL2RB deficiency https://doi.org/10.1084/jem.20182304

https://doi.org/10.1084/jem.20182304

	Human interleukin
	Introduction
	Results
	Clinical phenotype and genotype of patients in a combined immunodeficiency/autoimmunity cohort
	Identification of protein
	The L77P IL2RB missense mutation causes loss of surface expression and function in T cells
	Reduced signaling by mutant IL
	Patient T cells show impaired IL
	Hypomorphic nature of L77P IL2RB mutation in NK cells
	Lentiviral rescue of IL2RB and STAT phosphorylation in patient T cells

	Discussion
	Materials and methods
	Human subjects
	Genetic analysis
	Cells and media
	Antibodies
	Flow cytometry
	Western blot
	Flow cytometry–based STAT phosphorylation assay
	Site
	Cloning
	HEK293T transfection and confocal imaging
	IL
	NK degranulation and cytotoxicity assays
	IFNγ production
	ELISA
	T cell proliferation
	Molecular modeling
	Lentiviral transduction
	Clinical histories
	Patient A1
	Patient A2
	Patient B1
	Patient C1
	Patient C2

	Online supplemental material

	Acknowledgments
	References

	jem20182304si.pdf
	Outline placeholder
	Supplemental material
	Zhang et al., https://doi.org/10.1084/jem.20182304
	Tables S1, S2, and S3 are provided online as separate Excel files. Table S1 lists patient mutations and clinical manifestat ...






<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (Adobe RGB \0501998\051)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Perceptual
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /UseDeviceIndependentColor
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings true
  /EndPage -1
  /ImageMemory 524288
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage false
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Remove
  /UCRandBGInfo /Remove
  /UsePrologue true
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 299
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.00000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 299
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.00000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 599
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.00000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org?)
  /PDFXTrapped /False

  /CreateJDFFile false
  /SyntheticBoldness 1.000000
  /Description <<
    /ENU <>
  >>
>> setdistillerparams
<<
  /HWResolution [600 600]
  /PageSize [612.000 792.000]
>> setpagedevice




