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AR Crossmatches Become Strongly DSA B13 and DR7 Antibodies Change from Weak Non-Complement-Fixing
Positive at Rejection to Strong Complement-Fixing at Rejection
class IV inotrope-dependent, ischemic cardiomyopathy (256 CHANNELS)
ived a heart transplant on 9-12-09 from a donor T (POSITIVE | B ( POSITIVE Sample METHOD : MEAN ALl MEAN METHOD : MEAN
recellve . P : T (AHG) B (NIH) A e MCS = 30 PRA IgG SA IgG SA C1q SA C1q SA
having antigens B13 and DR7. Pre-transplant antibody =19 =30)
AT " B13 Date B13 MFI B13 B13 MFI B13 B13 MFI B13
testing indicated only weakly positive, non-complement- PROSPECTIVE| 1, o INeaaTive| Posmive | necamive | nNecaTive
fixing donor-specific antibodies. The patient suffered a AL ee0 Sl N 000 OIS ALY ST 2
cardiac arrest on POD#6 and was resuscitated. She 9/4/09 NEGATIVE 500 POSITIVE 2300 NEGATIVE 50
was in cardiogenic shock from allograft failure and TRANSPLANT (8+) lgM?? Transplant 9/12/09 NEGATIVE 800 NEGATIVE 1500 NEGATIVE 50
subsequently expired on POD#9 of multiorgan failure TR 9/15/09 NEGATIVE 100 NEGATIVE 60 NEGATIVE 50
due to “acute humoral rejection”. These antibodies were —
) : PODAY 3 | 15-Sep |NEGATIVE| NEGATIVE | POSITIVE | NEGATIVE Rejection 9/18/09 POSITIVE 8000 POSITIVE 19000 POSSIBLE 700
investigated further.
Methods: Antibodies were evaluated using Labscreen o Ve Sample METHOD : METHOD : METHOD :
PRA (One Lambda), Labscreen Single Antigen (One ( ( : PRA gG SA Cla SA
Lambda) beads, and C1q Single Antigen (One Lambda) DR7 Date DR7 MFI DR7 DR7 MFI DR7 DR7 MFI DR7
beads, and crossmatching was performed using PODAY 6 |18-Sep |POSITIVE| POSITIVE | POSITIVE POSITIVE 8/4/09 POSITIVE 3000 POSITIVE 5000 NEGATIVE 20
standard T and B cell CDC and flow cytometry 9/4/09 NEGATIVE 2000 POSITIVE 6000 NEGATIVE 20
methods. REJECTION (6,8+) 6,8+) | (Mcs=40) | (MCS=90)
_ _ Transplant 9/12/09 POSITIVE 3550 POSITIVE 5000 NEGATIVE 20
Results:  Pre-transplant antibody studies (Labscreen Transfusions 9/15/09 NEGATIVE 300 NEGATIVE 1000 NEGATIVE 20
PRA) had shown the presence of clearly defined
antibodies to B27, DR4 and a possible weak anti-DR7 Rejection 9/18/09 POSITIVE 13000 POSITIVE 23000 POSITIVE 4000
Retrospective Labscreen Single Antigen(SA) (One MFI Slngle Antlgen Bead Patterns . BOLD: DSA
. . . . *  MFI cutoff= 2000
Lambda) teStmg_ .revealgd a_nthOdleS tO B13 and DR?’ Of DSA DR7 In Pretransplant and . PRA:cEabscreen PRA (One Lambda)
both donor-specific antibodies. MFI values were 2000 ) ] «  1gG SA: Labscreen Single Antigen(One Lambda)
for B13 and 5000 for DR7 The pre_transp|ant Rejectlon Samples_ *+ (ClgSA:ClgSingle Antigen assay indicating complement—fixing antibodies (One Lambda)

crossmatches (CDC and flow cytometry) were negative
except for a positive B cell CDC. The patient received

blood products on POD#3 and was noted to be in acute ANALYSIS OF 9/4 SERUM USING PRA AND SA2 BEADS DSAs Change from Non-

renal insufficiency.. .Crossmatching on POD# 3 showed e lottolomami femita] cow owoems oy esteesowie] o Complement-Fixing at Transplant SUMMARY
only a weakly positive T flow crossmatch and negative wa e ! A

DSA. However, SA antibody studies on POD#6 showed - to Complement'lemg at Rejectlon

high MFI values of 19,000 (B13) and 23,000 (DR7), and - Ililﬁ--:u:n:u:g

R e e T

L E LR S o MFls of DSA B13 = A putative “weak antibody” (as measured
CoLLoliITITIoTnItIiIiiiiiiiiiiiTooo by MFI) at the time of transplant can be a
significant risk to transplant outcome.

strongly positive T and B CDC and flow crossmatches.
C1q studies of sera from POD#0 and #3 showed the
DSA were non-complement fixing. However, by POD#6,
the DS antibodies were now clearly complement-fixing.
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The patient expired on POD#9. Myocardium tissue from ; i 10‘0:1‘]% % % U_Hl_ -
gt]:in!ﬁfgt f;f?;tﬁle taken at autopsy showed positive - 7 B o B — = e = A non-complement-fixing antibody can
= appear later as a complement fixing
m" |||nm.....m —n antibody, i.e. become C1q Positive
BACKGROUND L ffjfff - o o = Both types of antibodies can rapidly
EI. .;[”I..I"l‘m:’ I(v:w::.fwl:.::.%:[:5»:'5:, ‘[:H RSN AN NiN » Strengthen to participate in an acute
T e ] R— i i i
- 66 YEAR OLD CAUCASIAN FEMALE e —— : ’\\*\ relection episode.
- INITIAL WORKUP 9/4/2009 ANALYSIS O{if{isff]u 'z"wBY A R S P
S —— CONCLUSION
- 9/12/2009 - HEART TRANSPLANT Bl IIIII““'MB%E:——— MFIs of DSA DR7
= 9/21/2009 — DECEASED: ACUTE HUMORAL . .
REJECTION EIT.;Z'_ESiZfiiiZI?IIIZ:EEEEE:‘EE:;E::E = DSA with relatively weak MFI values can
- Patient HLA Type: A2,11; B37,55; Bw4,6; | e EECCReeee) be a significant risk to both organ and
DR13,15; DQ6,-; DR51,52 e T patient survival.

LABScreen PRA

H"HI 1 e e e oo Lol - Non-complement—ﬁxing DSAs also pose a
||Im1]ﬂ||mﬂﬂﬂﬂﬂﬂﬂﬂunnmuu
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= Donor HLA Type: A11,26; B7,13; Bw4,6;
DR7,15; DQ1,2; DR51,53*

= DSA Day of Transplant Anti: DR7 by LABScreen

risk and can become expressed as
complement-fixing antibodies in an

5000

PRA; (DR7 and possible B13 by LABScreen SA, oon . .
retrospective) ‘;:::;;;;55_:;;:';"5;;:“jj"j“t“““‘j@'jffj’;:‘ S e : : : : : acute immune response to mismatched
. . o s S e e e RS SR R e e donor antigens.
= * |n BOLD: Mismatched Antigens - } g

Antibody Testing Performed Using LABScreen PRA and LABScreen Single Antigen Beads from One Lambda, Inc. (Canoga Park, CA)





<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /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 /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /CMYK
  /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 true
  /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 600
  /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 600
  /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

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  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 /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


