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Baseline immune fitness in patients with NDMM vs RRMM
• The immune fitness profile (Figures 2 and 3A [Tal-Dara-Len]), T-cell repertoire (Figure 3B [Tal-Dara-Len]), 

and T-cell memory phenotypes (Supplemental Figures 2 [Tec-Dara-Len] and 3 [both]) were investigated in 
NDMM vs RRMM; the proportion of LAG-3+ effector memory T cells in association with clinical response 
was also assessed (Figure 4)
– At baseline, patients with NDMM exhibited a higher number of CD4+ T cells and NK cells, a higher 

proportion of naive T cells, and a more diverse T-cell repertoire, suggestive of a fitter immune status10

• Analysis of immune profiles may reveal patient populations that could 
benefit from novel therapies and combination therapies in multiple myeloma

• The first-in-class bispecific antibodies teclistamab (Tec; targeting B-cell 
maturation antigen) and talquetamab (Tal; targeting G protein–coupled 
receptor class C group 5 member D) have demonstrated deep, durable 
responses as monotherapies in patients with relapsed/refractory multiple 
myeloma (RRMM)1-4

• Tec or Tal in combination with daratumumab (Dara; anti-CD38 monoclonal 
antibody) and lenalidomide (Len; immunomodulatory drug), may further 
augment T-cell cytotoxic activity, enhance efficacy, and improve patient 
outcomes, through complementary mechanisms of action 
(Supplemental Figure 1)5-9

• Here, we report differential immune signatures between patients with newly 
diagnosed multiple myeloma (NDMM) vs RRMM treated with 
Tec-Dara-Len in MajesTEC-2 or Tal-Dara-Len in MonumenTAL-2

Introduction Methods
• MajesTEC-2 (NCT04722146) and MonumenTAL-2 (NCT05050097) enrolled patients with NDMM and RRMM (Figure 1)
• Biomarker data cut-offs were April 15, 2024 (MajesTEC-2), and September 23, 2024 (MonumenTAL-2)

Results
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Key Takeaway

Conclusions
Lower expression of co-inhibitory receptors such as LAG-3 in effector 
memory T cells, which are typically observed in RRMM vs NDMM, is 
associated with response in Tec-Dara-Len and Tal-Dara-Len cohorts

Patients with NDMM demonstrate more favorable baseline and 
longitudinal immune profiles when treated with Tec-Dara-Len or 
Tal-Dara-Len, which may result in improved outcomes vs RRMM
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Greater T-cell recovery and clonal expansion potential in patients with 
NDMM is suggestive of a favorable immune profile and may 
contribute to improved outcomes with bispecific combinations, such 
as Tec-Dara-Len and Tal-Dara-Len
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Longitudinal correlatives in patients with NDMM vs RRMM
• T-cell recovery (Figure 5 and Supplemental Figure 4) and T-cell clonal expansion (Figure 6 [Tal-Dara-Len]) were investigated in 

NDMM vs RRMM  
– After Tec-Dara-Len or Tal-Dara-Len, greater T-cell recovery after C1D15 and greater T-cell clonal expansion in patients with 

NDMM vs RRMM suggest a more beneficial and functional immune profile, as well as therapy-induced T-cell expansion 
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aIn MajesTEC-2, patients with RRMM had 1–3 prior LOT, including a PI 
and an immunomodulatory drug. In MonumenTAL-2, patients with RRMM 
had 1–3 or ≥3 prior LOT, including a PI and an immunomodulatory drug. 
bAfter step-up doses (0.06 and 0.3 mg/kg). cAdministered QW during 
cycles 1 and 2, Q2W during cycles 3–6, and once (on day 1) during each 
subsequent 28-day cycle. dAdministered daily for 21 days of a 28-day cycle 
from cycle 2 onwards. Dexamethasone was given concurrent with the first 
3 full Len-containing cycles. eAfter step-up doses (0.01, 0.06, and 0.4 mg/kg). 
fAfter step-up doses (0.01 and 0.06 mg/kg). gSamples were collected for 
analyses at baseline and post treatment at cycle 2 and/or cycle 3. 
Statistical significance was determined by the Wilcoxon test. hOnly 
available for MonumenTAL-2. LOT, line of therapy; PI, proteasome 
inhibitor; PO, orally; Q2W, every other week; Q4W, every 4 weeks; 
QW, weekly; SC, subcutaneous; TCR-seq, T-cell receptor sequencing.

Figure 1: MajesTEC-2 and 
MonumenTAL-2 treatment regimens

Figure 2: More favorable baseline immune fitnessa in patients with NDMM vs RRMM enrolled in the (A) Tec-Dara-Len 
and (B) Tal-Dara-Len cohorts

aIndicated by higher peripheral T-cell and NK-cell counts and lower proportions of T cells expressing activation markers (CD25). b1 outlier in the NDMM group (y=45.581) is not shown. 
NK, natural killer.
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Figure 5: Greater recovery of CD4+ T cellsa with (A) Tec-Dara-Len and (B) Tal-Dara-Len in patients with NDMM vs RRMM
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Figure 3: Higher baseline proportion of naive 
CD4+ T cells (A)a and more diverse T-cell 
repertoire (B)b in patients with NDMM vs 
RRMM enrolled in the Tal-Dara-Len cohort
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Figure 4: Lower baseline proportion of effector memory CD8+ 
T cells expressing LAG-3a associates with response in patients 
with NDMM and RRMM enrolled in the (A) Tec-Dara-Len and (B) 
Tal-Dara-Len cohorts

aLAG-3 is expressed on differentiated T cells and can be a marker of T-cell exhaustion or immune 
suppression. Sample collection and analysis determined by sample availability. Similar trends were 
observed in PD-1+LAG-3+ central memory CD8+ T cells. 
LAG-3, lymphocyte activation gene-3; PD-1, programmed cell death protein-1.

Figure 6: Greater T-cell clonal expansiona in (A) a representative patient with NDMM (left) or RRMM (right) and (B) all patients with 
NDMM vs RRMMb treated with Tal-Dara-Len

aGreater T-cell clonal expansion shown here, together with greater T-cell recovery (Figure 5), may contribute to enhanced efficacy of Tec-Dara-Len or Tal-Dara-Len and improved patient outcomes 
(see MajesTEC-5 Oral #493 of outcomes with Tec combination regimens in NDMM). bShows all unique, expanded (higher in C3D1) clones that were detected in the other sample. C, cycle; D, day.
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aAssessed by flow cytometry. Corresponding Tec-Dara-Len data with similar 
results shown in Supplemental Figure 2 and a less differentiated (more 
naive) immune profile, with lower proportions of effector memory T cells 
observed in NDMM vs RRMM, is shown for both cohorts in Supplemental 
Figure 3. bAssessed by TCR-seq. Similar results were observed during 
assessment of down-sampled rearrangements.

aCorresponding data for total CD3+ T cells with similar results as CD4+ T cells shown in Supplemental Figure 4. *Indicates P<0.05. **Indicates P<0.01. C, cycle; D, day. 

B

To
ta

l C
D

4+
 T

 c
el

ls
 (1

06
/L

)

**

Baseline
(n=31)
(n=20)

(n=11)
(n=19)

(n=17)
(n=10)

(n=29)
(n=21)

(n=3)
(n=21)

(n=6)
(n=19)

(n=2)
(n=17)

(n=28)
(n=20)

C1D8 C1D15 C2D1 C2D8 C2D15 C2D22 C3D1

** ** ** ** * **

0

500

1000

NDMM

RRMM

This
 m

ate
ria

l is
 di

str
ibu

ted
 fo

r s
cie

nti
fic

 pu
rpo

se
s o

n J
an

ss
en

 S
cie

nc
e, 

an
d i

s n
ot 

for
 pr

om
oti

on
al 

us
e


	Pharmacodynamic Profiles �of Patients With Newly Diagnosed vs Relapsed/ Refractory Multiple Myeloma Who Received Teclistamab �or Talquetamab Plus Daratumumab and Lenalidomide in the �Phase 1b MajesTEC-2 and MonumenTAL-2 Studies


<<

  /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 /Warning

  /CompatibilityLevel 1.3

  /CompressObjects /Off

  /CompressPages false

  /ConvertImagesToIndexed true

  /PassThroughJPEGImages true

  /CreateJobTicket false

  /DefaultRenderingIntent /Default

  /DetectBlends true

  /DetectCurves 0.0000

  /ColorConversionStrategy /sRGB

  /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 false

  /PreserveHalftoneInfo false

  /PreserveOPIComments false

  /PreserveOverprintSettings true

  /StartPage 1

  /SubsetFonts true

  /TransferFunctionInfo /Apply

  /UCRandBGInfo /Remove

  /UsePrologue false

  /ColorSettingsFile ()

  /AlwaysEmbed [ true

  ]

  /NeverEmbed [ true

  ]

  /AntiAliasColorImages false

  /CropColorImages false

  /ColorImageMinResolution 300

  /ColorImageMinResolutionPolicy /OK

  /DownsampleColorImages true

  /ColorImageDownsampleType /Bicubic

  /ColorImageResolution 600

  /ColorImageDepth -1

  /ColorImageMinDownsampleDepth 1

  /ColorImageDownsampleThreshold 1.00000

  /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 false

  /GrayImageMinResolution 300

  /GrayImageMinResolutionPolicy /OK

  /DownsampleGrayImages true

  /GrayImageDownsampleType /Bicubic

  /GrayImageResolution 600

  /GrayImageDepth -1

  /GrayImageMinDownsampleDepth 2

  /GrayImageDownsampleThreshold 1.00000

  /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 false

  /MonoImageMinResolution 1200

  /MonoImageMinResolutionPolicy /OK

  /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 true

  /PDFXNoTrimBoxError false

  /PDFXTrimBoxToMediaBoxOffset [

    0.00000

    0.00000

    0.00000

    0.00000

  ]

  /PDFXSetBleedBoxToMediaBox false

  /PDFXBleedBoxToTrimBoxOffset [

    0.00000

    0.00000

    0.00000

    0.00000

  ]

  /PDFXOutputIntentProfile (U.S. Web Coated \050SWOP\051 v2)

  /PDFXOutputConditionIdentifier (CGATS TR 001)

  /PDFXOutputCondition ()

  /PDFXRegistryName (http://www.color.org)

  /PDFXTrapped /False



  /CreateJDFFile false

  /Description <<

    /ENU ([Based on 'EPG UPLOAD'] [Based on 'EPG UPLOAD'] [Based on 'HighResolution_NoCrops'] [Based on 'HighResolution_NoCrops'] [Based on 'HighResolution_NoCrops\\0501\\051'] [Based on 'HighResolution_WithCrops'] [Based on '[PDF/X-1a:2001]'] Use these settings to create Adobe PDF documents that are to be checked or must conform to PDF/X-1a:2001, an ISO standard for graphic content exchange.  For more information on creating PDF/X-1a compliant PDF documents, please refer to the Acrobat User Guide.  Created PDF documents can be opened with Acrobat and Adobe Reader 4.0 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

      /BleedOffset [

        0

        0

        0

        0

      ]

      /ConvertColors /ConvertToRGB

      /DestinationProfileName (sRGB IEC61966-2.1)

      /DestinationProfileSelector /UseName

      /Downsample16BitImages true

      /FlattenerPreset <<

        /PresetSelector /HighResolution

      >>

      /FormElements false

      /GenerateStructure true

      /IncludeBookmarks false

      /IncludeHyperlinks false

      /IncludeInteractive false

      /IncludeLayers false

      /IncludeProfiles false

      /MarksOffset 0

      /MarksWeight 0.250000

      /MultimediaHandling /UseObjectSettings

      /Namespace [

        (Adobe)

        (CreativeSuite)

        (2.0)

      ]

      /PDFXOutputIntentProfileSelector /DocumentCMYK

      /PageMarksFile /RomanDefault

      /PreserveEditing true

      /UntaggedCMYKHandling /UseDocumentProfile

      /UntaggedRGBHandling /LeaveUntagged

      /UseDocumentBleed false

    >>

    <<

      /AllowImageBreaks true

      /AllowTableBreaks true

      /ExpandPage false

      /HonorBaseURL true

      /HonorRolloverEffect false

      /IgnoreHTMLPageBreaks false

      /IncludeHeaderFooter false

      /MarginOffset [

        0

        0

        0

        0

      ]

      /MetadataAuthor ()

      /MetadataKeywords ()

      /MetadataSubject ()

      /MetadataTitle ()

      /MetricPageSize [

        0

        0

      ]

      /MetricUnit /inch

      /MobileCompatible 0

      /Namespace [

        (Adobe)

        (GoLive)

        (8.0)

      ]

      /OpenZoomToHTMLFontSize false

      /PageOrientation /Portrait

      /RemoveBackground false

      /ShrinkContent true

      /TreatColorsAs /MainMonitorColors

      /UseEmbeddedProfiles false

      /UseHTMLTitleAsMetadata true

    >>

  ]

>> setdistillerparams

<<

  /HWResolution [2400 2400]

  /PageSize [612.000 792.000]

>> setpagedevice





