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Figure S1.

Q-Q plots of the genome-wide association study P-values for activated partial
thromboplastin time (aPTT) in Lothian Birth Cohorts together, and separately:
Lothian Birth Cohort 1936 (LBC1936) (n = 989), and Lothian Birth Cohort 1921
(LBC1921) (n = 488). Y axis is the observed -2Log(P), while the X axis is the
expected -2Log(P) values. The lower red line denotes the 90th percentile, while the
upper one indicates the point where the P-values lift from the expected line. The
lambda values suggest no inflation of association signals in accordance with random
expectation.
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Figure S2.

The genotype means of four genome-wide significant SNPs associated with activated
partial thromboplastin time (aPTT): rs2731672 (£12), rs1801020 (imputed F'12),
rs710446 (KNG1), and 19898 (HRG). On the x-axis are the three genotypes, the y-
axis represents aPTT, as a standardised variable having been adjusted for age and sex.
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Figure S3. Pathway Analysis of F12, KNG and HRG

This pathway analysis was performed using String DB (Jensen et al. 2009). The three
most significant genes revealed by this association analysis were entered in this
database, and were found to be related to each other in annotated PubMed databases.
Expanding this network reveals other members of the coagulation cascade. A2M is
alpha-2-macroglobulin. BKR1 is B1 bradykinin receptor. CI1NH is Plasma protease
C1 inhibitor precursor. ENSG00000113905 is Histidine-rich glycoprotein precursor.
F11 is Coagulation factor XI precursor. F12 is Coagulation factor XII precursor.
GP1B is Platelet glycoprotein Ib alpha chain precursor. KLKB1 is Plasma kallikrein
precursor. KNG is Kininogen-1 precursor. PLAT is Tissue-type plasminogen activator
precursor. PLG is plasminogen. P32 is Complement component 1 Q subcomponent-
binding protein, mitochondrial precursor. TSP1 is Thrombospondin-1 precursor.
Green lines indicate neighbourhood connections in the genome, red lines indicate
gene fusion, blue lines indicate occurrence (protein conservation/homology between
organisms), black lines indicate co-expression connections, purple lines indicate
expression interactions, turquoise lines indicates database evidence and khaki lines
indicate text mining evidence. SNPs in and surrounding these genes were checked for
association to aPTT. SNPs within F'/] show a significant association with aPTT, as
described in the text.



Table S1. Descriptive Statistics of Activated Partial Thromboplastin Time
(aPTT) Measures for Participants in the Genome-wide Association Analysis in
the Lothian Birth Cohort (LBC1936) and the Lothian Birth Cohort 1921
(LBC1921)

Standard

N Minimum Maximum Mean Deviation
LBC1936
aPTT ratio (0.8-1.2) 989 0.7 1.8 094 0.11
aPTT level (27.0-38.0
seconds) 989 21 54 28.59 3.12
LBC1921
aPTT ratio (0.9-1.2) 488 0.63 1.63 0.91 0.13

aPTT levels were not available for LBC1921.



Table S2. Additive Effects (in SD Units) of Genome-wide Significant SNPs (P <5
x 10"®) from the Lothian Birth Cohorts of 1936 and 1921 (LBC1936 and
LBC1921) on the Activated Partial Thromboplastin Time (aPTT), Separately by
Gender

Gene
Region  Chr SNP MA MAF N BETA SE R’ P
Males
T 547 x
HRG 3 rs9898 033 707 -032 0.054 0.047 10°
G 2.12 x
KNGI 3 rs710446 039 709 -037 0.054 0.062 10!
A 2.13a
FI2 5 s2731672 027 709 0.47  0.058 0.086 10"
Females
HRG 3 rs9898 T 032 761 -0.20 0.053 0.018 0.00025
G 8.55x
KNGI 3 rs710446 040 768 -0.35 0.050 0.059 107
A 1.15x
FI2 5 1s2731672 027 768 0.44  0.052 0.08 107'°

Chr is chromosome. MA is the minor allele. MAF is the minor allele frequency. N is
the sample size. BETA is the regression coefficient of the trait value on the number of
minor alleles. R? is the proportion of variance explained by each SNP. The gene name
in brackets is the location of the SNP.



Table S3. Comparison of the Top SNPs’ Associations in the Three Genes with
Activated Partial Thromboplastin Time (aPTT) in the Lothian Birth Cohorts of
1936 and 1921 (LBC1936 and LBC1921), with and without Removing
Individuals with Potentially Abnormal aPTT (N =62 LBC1936; N =45

LBC1921)
Exclusion Chr SNP N BETA SE R’ P

Joint

Yes 3 rs9898 1365 -0.24 0.034 0.037 1.14x 10"
No 3 rs9898 1468 -0.26 0.038 0.031 1.34x 10"
Yes 3 rs710446 1373 -0.33  0.033 0.069 5.32x 1073
No 3 rs710446 1477 -0.36  0.037 0.060 9.52 x 107>
Yes 5 12731672 1373 0.45  0.034 0.112 2.96x 1077
No 5 1s2731672 1477 045  0.039 0.085 2.16x 107
LBC1936

Yes 3 rs9898 925 -020 0.042 0.023 3.6x10°
No 3 rs9898 987 -020 0.047 0.018 2.2x10°
Yes 3 rs710446 927 -0.32  0.039 0.066 1.8x 107"
No 3 rs710446 989 -0.33  0.044 0.052 5.0x107"
Yes 5 1s2731672 927 049  0.041 0.13 7.2x107°
No 5 12731672 989  0.49  0.047 0.096 1.6x 107
LBC1921

Yes 3 s9898 440 -033  0.057 0.071 13x10®
No 3 rs9898 481 -036 0.063 0.064 1.7x10°
Yes 3 rs710446 446 -0.35 0.059 0.075 4.5x10°
No 3 rs710446 488 -0.43  0.065 0.081 1.5x 107"
Yes 5 12731672 446 038  0.060 0.080 1.1x10”

No 5 rs2731672 488  0.39 0.067 0.066 9.2x 107

Chr is chromosome. N is the sample size. BETA is the regression coefficient of the
trait value on the number of minor alleles. R? is the proportion of variance explained
by each SNP.




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /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 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /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 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /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 ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


