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Background Results
Rituximab (RTX) is approved in combination with methotrexate (MTX) for Patients’ baseline characteristics Concomitant glucocorticoids

the treatment of rheumatoid arthritis (RA) after failure of tumor necrosis _ — T The doses of concomitant GC were similar between RTX+MTX and RTX
N 496 117 294

factor-a (TNFa) blocking therapy. A substantial number of patients do not monotherapy. Patients on RTX+LEF therapy received on average 1.6 mg/d less

toleratg methqtrexate and/or other. synthetic PMARDS and are treated off- Female (n (%)) 385 (77.6) 89 (76.1) 233 (79.3) GCs (p<0.01).
label with RTX in monotherapy or with concomitant leflunomide (LEF).
Age (years, mean (SD)) 56.4(11.7) 57.2(11.5) 58.8 (12.2) Re-treatment with RTX

Objectives Disease duration (years, mean (SD)) 13.7(9.9)  13.8(11.0)  14.7(10.2)  There were no significant differences across treatment regimens in time to 1%,
To compare the treatment regimens RTX+MTX, RTX+LEF or RTX No. of previous biologics (mean (SD)) 1.5 (1.0) 1.6 (0.8) 1.5 (1.0) 2"d or 31 re-treatment with RTX (p,..> 0.62). In all treatment groups re-treatment
monotherapy regarding effectiveness in a 3-year follow-up, taking Concomitant GC (7.5 — 14mg/d, n (%)) 118 (28.0) 19 (20.9) 72(28.7)  with RTX was considered 180 days after the last cycle at the earliest.
discontinuation rates, drop-outs and concomitant use of glucocorticoids Concomitant GC (> 15mg/d, n (%)) 54 (12.8) 12 (13.2) 55 (21.9)
(GC) into account. DAS28 (mean (SD)) 55(1.2)  53(1.3) 5.7(1.2)  Effectiveness

) % of full functional capacity (mean (SD) 55.3(22.6) 58.4(223) 51.4(24.1) ° All approaches were adjusted for patient characteristics assessed at baseline:
Patients & Methods TABLE 1: Baseline characteristics. DAS28, functional capacity, number of comorbidities, previous anti-TNF
We included RTX-naive patients who started RTX at enrollment in the failures, RF as well as treatment (variable selection according: BIC).
German biologics register RABBIT between 2007 and 2012 and had a || Therapy discontinuation & drop-out e The completer-analysis (approach 1) indicates a spurious advantage for RTX
minimum of one follow-up visit (N=907). Therapy discontinuation and drop- | | Discontinuation of ITT-therapy was defined as switching to another biologic agent monotherapy.

out processes were examined in Cox-proportional hazard models. To || and/or nbDMARD and was significantly higher in patients treated with RTX |
capture the influence of concomitant use of GC and to compare clinical | | monotherapy (Fig. 1). Furthermore, patients in RTX monotherapy were more likely

effectiveness, measured by the disease activity score (DAS28), linear mixed | | to drop out (p<0.001) compared to RTX+MTX. Other predictors of drop-out were Sionifi 4 - i during foll RE DASIR
effects models were apphed The issue of missing data and therapy being rheumatoid factor negative (p<005) or having d hlgher DAS28 over time Iigniticant predictors of disease activity during tollow-up were: ! at

switches was addressed by multiple imputations. To demonstrate the || (p<0.001). I(Ofie\l,lsni ;\)umber of comorbidities (>2 vs. < 2), and previous anti-TNF failures

After considering drop-outs and therapy discontinuation in approach 2, no
significant differences between treatment regimens were found.

impact of drop-outs and therapy discontinuation we contrasted a oy o _
completer-analysis (approach 1) versus an intention-to-treat analysis 25 * We found no association for: age, sex or weight.
(approach 2). g DAS28 DAS28 at DAS28 at DAS28 at
5 5] at baseline | month 12 [CI] | month 24 [CI] | month 36 [CI]
% 06 Completer analysis (approach 1)
Conclusions g RTX+MTX 216 56  3.9[3.7-4.1] 3.8[3.6-4.0] 3.6[3.4-3.9]
1. Regarding effectiveness, off-label use of RTX+LEF or of RTX g 0.4- RTi + LEF 23 5.6 4.2[3.8- 2'6] 4.1 [3'; —4.6] 3'1 B'i —4.1]
monotherapy is similar to RTX+MTX therapy. & ; 1;; 1;1 122 3190 38;8 27939 2(:‘.537 25136 RT mono 86 | 5.6 3.7 [3.5 - .O] 3.5 [3. - 3.7] 3. [3. - 3.7]
Intention-to-treat analysis (approach 2)
3 2?4 2?6 2?2 1 ?2 1 ?3 1 %5 1 ?5 8I6
2. RTX+LEF or RTX monotherapy are useful alternatives for 0o 3 6 12 18 24 30 36 RTX + MTX 496 5.5 4.1[4.0-4.2] 3.8[3.7-4.0] 3.7[3.6-3.8]
patients being intolerant to MTX. observation time in month RTX + LEF 117 5.5 4.1[3.9-4.3] 3.9[3.7-4.2] 3.6[3.3-3.9]
RTX+LEF RTX+MTX RTXMONO RTX mono 294 5.5 4.0[3.8-4.1] 3.7[3.5—-3.8] 3.6[3.4-3.8]
3. Our data suggest for rheumatoid factor negative patients to be ) . .
&8 . ] & P FIGURE 1: Kaplan-Meier survival curve of therapy discontinuation. TABLE 2: Adjusted means estimates of the DAS28 for treatment regimens.
rather treated with RTX and a concomitant nbDMARD to ensure | = _ = = — _ _
oot Wre o o U“C?”d't'onalgra“t o Br'§t°|"\./|Y:LS:1C;l:1':b: MjDs:harp %azzzme’ iF::ﬁZteerr, Roci:e a:delrJCB. ergerhausen on von Hinuber emar raller ekow urmester ockhorn isterhues ockwitz apelle assenber; rummel-Lorenz chs elmann inke eier ringer
th e ra py a d h e re n Ce ° Q(C)Erll-;‘alllw‘le:rg:/r;Zt;‘s{::dtth;nli(e;:‘ll:l:r]ill,lr:i?:T(OII)(,)gSI’cs;Itlsevé,h'?r:rr:;II:?thlzlz?sst, iﬂiZ?:I:?:z'bznd];r S, K;IrtljtlerpH, ISqté;rr,u:I(er E, Bt’::\;ng 2, WE;BLK,bI?rUZer?(’, BKarierg K, S(‘jr:"l;ren ZI,Héénke:IM, leigl(;l,r i, Spétﬁﬁlg(-aMfsltek:n'I\(p:r S, :),eBer T, Gausil/-l\), MI::oI:)sig II},,SEch neiTier I\j,, ISachlljch F, I\</’\/EnZI(ilr J:All<lvevinert S?Grgef),eKT, GrUnlieLM, Ki,'|hB|:u(e)Ct1 KZ\r/é:rdT,l Flied nE,rZG, Izaai,I::IG, WL;I?er f Wi?;muller G,

Rech J, Krause D, Fricke-Wagner H, Leumann K, Biewer W, Reck A, Menne H, Hantsch J, Schwarze |, Harmuth W, Manger K, Petersen V.

www.biologika-register.de richter@drfz.de




	Slide Number 1


<<

  /ASCII85EncodePages false

  /AllowTransparency false

  /AutoPositionEPSFiles true

  /AutoRotatePages /None

  /Binding /Left

  /CalGrayProfile (Dot Gain 20%)

  /CalRGBProfile (sRGB IEC61966-2.1)

  /CalCMYKProfile (Euroscale Coated v2)

  /sRGBProfile (sRGB IEC61966-2.1)

  /CannotEmbedFontPolicy /Error

  /CompatibilityLevel 1.3

  /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 1

  /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 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 (None)

  /PDFXOutputConditionIdentifier ()

  /PDFXOutputCondition ()

  /PDFXRegistryName ()

  /PDFXTrapped /False



  /CreateJDFFile false

  /Description <<



    /BGR <>

    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>

    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>

    /CZE <>

    /DAN <>

    /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.)

    /DEU <>

  >>

  /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 [595.276 841.890]

>> setpagedevice



