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Real-world data indicate that survival rates for patients with MM
have improved over time, likely due to the emergence of anti-CD38
therapies in frontline treatment

Conclusions

Across all countries, increased OS and TTNT were observed from
2012 to 2023, coinciding with a shift in treatment patterns

Improved OS and TTNT were primarily observed in France and
Germany, likely reflecting the increased use of anti-CD38-based
combinations instead of Pl- and IMiD-based regimens in frontline
treatments

Outcomes during the 2020-2023 period in Czech Republic and UK
did not show improvement due to delayed or no access to innovative
frontline treatments
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Introduction

« Treatment options for multiple myeloma (MM) have changed significantly
over the last decade, driven by the results of pivotal phase 3 clinical trials'2

« Real-world demonstration of similar improvements can enhance the validity
of evidence-based treatment decisions by supplementing clinical trial data34

 We assess how treatment patterns and clinical outcomes have evolved

In patients with MM who started treatment between 2012 and 2023 within
the Haematology Outcomes Network in Europe (HONEUR) federated

data network®

Methods

- Data from patients newly diagnosed with MM who started treatment between
2012 and 2023 in 5 European registries across 4 countries were explored

(Figure 1)
* Locally stored patient-level data were uniformly analyzed

« Site-specific aggregate results were pooled at a central level, guaranteeing

patient anonymity, using the HONEUR federated data network

Results

Study population

*  From 2012-2023, 28,859 patients with MM initiated frontline therapy; baseline
characteristics are shown in the Table

— 14,488 (50%) in France, 7822 (27%) in Germany, 5938 (21%) in
Czech Republic, and 611 (2%) in UK

*  Overall median follow-up was 40.0 months (2012—-2015, 98.8 months;
2016-2019, 54.7 months; 2020-2023, 16.5 months)

Table: Baseline characteristics in pooled population

Characteristics, Overall 2012-2015 2016-2019 2020-2023
n (%) (n=28,859) (n=5852) (n=11,981) (n=11,026)
Male 16274 (56.4) 3205 (54.8) 6788 (56.7) 6281 (57.0)
Age
<64 years 10166 (35.2) 2691 (46.0) 4082 (34.1) 3393 (30.8)
65—69 years 5513 (19.1) 1110 (19.0) 2600 (21.7) 1803 (16.4)
70-74 years 5554 (19.2) 832 (14.2) 2468 (20.6) 2254 (20.4)
75—79 years 4020 (13.9) 640 (10.9) 1499 (12.5) 1881 (17.1)
=80 years 3606 (12.5) 579 (9.9) 1332 (11.1) 1695 (15.4)
ECOG PS
0-1 8895 (30.8) 1233 (21.1) 4011 (33.5) 3651 (33.1)
=2 4654 (16.1) 531 (9.0) 2248 (18.8) 1875 (17.0)
Unavailable? 15310 (53.1) 4088 (69.9) 5722 (47.8) 5500 (49.9)
ISS stage
I 4232 (14.7) 1071 (18.3) 1650 (13.8) 1511 (13.7)
1 7074 (24.5) 1748 (29.9) 2828 (23.6) 2498 (22.7)
1l 8117 (28.1) 1435 (24.5) 3250 (27.1) 3432 (31.1)
Unavailable 9436 (32.7) 1598 (27.3) 4253 (35.5) 3585 (32.5)
M protein
1IgG 14810 (51.3) 2580 (44.1) 6487 (54.1) 5743 (52.1)
IgA 5106 (17.7) 912 (15.6) 2247 (18.8) 1947 (17.7)
Other® 1720 (6.0) 448 (7.7) 623 (5.2) 649 (5.9)
Unavailable 7223 (25) 1912 (32.7) 2624 (21.9) 2687 (24.4)
Transplant eligible®
No 20316 (70.4) 3494 (59.7) 8173 (68.2) 8649 (78.4)
Yes 8543 (29.6) 2358 (40.3) 3808 (31.8) 2377 (21.6)

395% of reports of unavailable ECOG PS due to lack of data from IUCT site. YAmong the overall population
(N=28,859): light chain only (n=1267 [4.4%]), IgM (n=247 [0.9%]), biclonal (n=100 [0.3%]), nonsecretory
(n=51[0.2%]), IgD (n=49 [0.2%]), and IgE and triclonal (each, n<5 [£0.01%]). cTransplant eligible were those who
received transplant. ECOG PS, Eastern Cooperative Oncology Group performance status; Ig, immunoglobulin;
ISS, International Staging System.

Treatment patterns

«  Frontline treatment regimens evolved over time from proteasome inhibitor (PI)-
to anti-CD38-based regimens (Figure 2)

- Treatment patterns varied across countries; variations were related to when
anti-CD38-based regimens became available for frontline treatment (Figure 3)

Figure 2: Utilization of frontline treatment regimens across countries
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Survival outcomes

Overall, median OS and frontline TTNT were 85.7 months and 29.3 months,
respectively

Outcomes statistically significantly improved over time (Figures 4 and 5)

— Median OS improved from 75.0 months for the 2012—-2015 cohort to not
reached for the 2020-2023 cohort (HR, 0.75; P<0.001)

Median frontline TTNT was 29.6 months for the 2012—2015 cohort vs 32.4
months for the 2020-2023 cohort (HR, 0.87; P<0.001)
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The overall study population was split into 3 cohorts based
on the year of frontline treatment initiation: 2012—-2015,

2016-2019, and 2020-2023; the 2020—-2023 period coincided
with the COVID-19 pandemic, potentially affecting outcomes

Patient characteristics, treatment patterns, and survival
outcomes were assessed for the overall population and by
time-defined (4-year) cohort

— Qverall survival (OS) was defined as time from start of
frontline treatment to death or last follow-up (censored

if alive)

Time until next treatment (TTNT), used as a proxy for
progression free-survival, was defined as time from start
of frontline treatment to initiation of the next line of therapy

or death

Survival outcomes were analyzed using the Kaplan-Meier
method; hazard ratios (HRs) and 95% Cls were estimated
using a Cox proportional hazards regression

Figure 3: Utilization of frontline treatment regimens over time by countrya
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Figure 1: Study sites in analysis

France (2012-2023)
(IUCT, n=14,448)

(TriNetX Oncology GmbH, n=7822)
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T DS

United Kingdom (2012-2023)
(UHL, Cardiff and Vale, n=611)

aTriNetX data collection began in 2016.
Cardiff and Vale, Cardiff and Vale University Health Board; IUCT, Institut Universitaire du Cancer de Toulouse; RMG, The Registry of Monoclonal
Gammopathies; UHL, University Hospitals Leicester.
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aData in Germany were not available for 2012-2015; TriNetX data collection began in 2016. °Frontline anti-CD38 treatment was not available in Czech Republic and
UK and were provided through investigational means in clinical trials.

- Evolution of OS and TTNT varied across countries, showing significant changes over time (Figure 4)

Median OS and TTNT across all time-defined cohorts were longer in France (117.5 and 41.4 months, respectively)

vs Germany (73.5 and 20.3 months), Czech Republic (52.5 and 23.5 months) and UK (40.0 and 18.7 months)

Improvements in OS and TTNT were seen in the 2020-2023 vs the 2012-2015 cohort in France and vs the

2016-2019 cohort in Germany, where anti-CD38-based regimens have been available for transplant-ineligible

patients since 2021 in France and 2019 in Germany

No improvements were seen in the 2020-2023 vs 2012—2015 cohorts in Czech Republic and UK where
anti-CD38-based regimens became available for transplant-ineligible patients in 2024 in Czech Republic and 2023

in UK

In the UK, OS and TTNT worsened in the 2020—-2023 cohort compared to 2012-2015. This is likely linked to the
availability of the Myeloma Xl trial during the 2012—-2015 period and the delayed reimbursement of lenalidomide
maintenance until 2021 and daratumumab for transplant-ineligible patients until 2023

Figure 4: Evolution of HR for OS and TTNT over time

a2012-2015 period served as the reference for comparisons. ©2016—2019 period served as the reference for comparisons.

0S No. of No. of
Variables Hazard ratio (95% Cl) P-value observations (%) events (%)
Pooled? L
2012-2015 Reference 5852 (20.3) 3012 (51.5)
2016-2019 & 0.79 (0.75-0.83) <0.001 11981 (41.5) 3611 (30.1)
2020-2023 — 0.75 (0.70-0.80) <0.001 11026 (38.2) 1180 (10.7)
France?
2012-2015 o Reference 3812 (26.3) 1500 (39.3)
2016-2019 — 0.69 (0.63-0.74) <0.001 5368 (37.1) 1070 (19.9)
2020-2023 —— 0.69 (0.61-0.78) <0.001 5308 (36.6) 358 (6.7)
Germany®
2016-2019 o Reference 4339 (55.5) 1337 (30.8)
2020-2023 —— 0.79 (0.69-0.90) <0.001 3483 (44.5) 283 (8.1)
Czech Republic?
2012-2015 o Reference 1827 (30.8) 1362 (74.5)
2016-2019 —- 0.86 (0.79-0.93) <0.001 2045 (34.4) 1083 (53)
2020-2023 e 0.97 (0.87-1.09) 0.65 2066 (34.8) 511 (24.7)
UKa
2012-2015 o Reference 213 (34.9) 150 (70.4)
2016-2019 1.67 (1.28-2.17) <0.001 229 (37.5) 121 (52.8)
2020-2023 1.69 (1.08-2.63) 0.02 169 (27.7) 28 (16.6)
0.6 1 1.6 2.7
——
Better than 2012-2015
TTNT No. of No. of
Variables Hazard ratio (95% Cl) P-value observations (%)  events (%)
Pooled?
2012-2015 f Reference 5852 (20.3) 4490 (76.7)
2016-2019 1.02 (0.98-1.06) 0.34 11981 (41.5) 7897 (65.9)
2020-2023 bl 0.87 (0.83-0.92) <0.001 11026 (38.2) 3155 (28.6)
France?
2012-2015 - Reference 3812 (26.3) 2648 (69.5)
2016-2019 Bl 0.73 (0.69-0.77) <0.001 5368 (37.1) 2642 (49.2)
2020-2023 —— 0.72 (0.67-0.78) <0.001 5308 (36.6) 933 (17.6)
Germany®
2016-2019 o Reference 4339 (55.5) 3487 (80.4)
2020-2023 - 0.66 (0.62-0.71) <0.001 3483 (44.5) 1340 (38.5)
Czech Republic?
2012-2015 o Reference 1827 (30.8) 1664 (91.1)
2016-2019 —— 0.86 (0.80-0.92) <0.001 2045 (34.4) 1599 (78.2)
2020-2023 0.83 (0.76-0.91) <0.001 2066 (34.8) 821 (39.7)
UK®
2012-2015 Reference 213 (34.9) 178 (83.6)
2016-2019 1.30 (1.05-1.61) 0.017 229 (37.5) 169 (73.8)
2020-2023 - 2.00 (1.47-2.73) <0.001 169 (27.7) 61 (36.1)

Better than 2012—-2015
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Figure 5: OS and TTNT by time period (2012-2023)
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- Across time periods, OS and TTNT were longer in patients who received stem cell transplant vs those without
transplant (Figure 6)

— Inthe 2012-2015 vs the 2020-2023 period, statistically significant improvements in OS were seen in
transplanted (HR, 0.54; P<0.001) and nontransplanted patients (HR, 0.65; P<0.001)

— TTNT in the 2012-2015 vs the 2020-2023 period were also significantly improved for transplanted (HR, 0.66;
P<0.001) and nontransplanted patients (HR, 0.80; P<0.001)

Figure 6: OS and TTNT by treatment in transplanted vs nontransplanted patients stratified by time period

2012-2015 2016-2019

oS

Transplanted:

2020-2023

1.0 + ——— — 2012-2015 (n=2358): median 123.9 months [95% CI, 114.5-NR]
— 2016-2019 (n=3808): median NR [95% CI, NR-NR]
0.9 4 h ::~::::;:::\ — 2020-2023 (n=2377): median NR [95% CI, NR-NR]
0.8 - I -
A e,
= 074 T T L
- n
s o064 Tl T
o | T T >Transplanted
8. 0.5 e e pEas
N -
t T T T Non-
s 034 T )
O | T transplanted
0.2 + Nontransplanted: [ )
“““ 2012-2015 (n=3494): median 52.9 months [95% CI, 50.1-55.4]
014 2016-2019 (n=8173): median 65.1 months [95% CI, 63.1-67.8]
""" 2020-2023 (n=8649): median NR [95% CI, NR-NR]
0.0
I I I I I I I I I I I I I I I I I I I I I I I I I
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102 108 M4 120 126 132 138 144
Months
1.0 - TTNT
0.9 Transplanted:
"~ — 2012-2015 (n=2358): median 43.0 months [95% CI, 41.0-45.0]
— 2016-2019 (n=3808): median 54.7 months [95% CI, 53.0-57.6]
0.8 | — 2020-2023 (n=2377): median 46.5 months [95% CI, 46.1-NR]
Nontransplanted:
2074 O N N~ 2012-2015 (n=3494): median 21.5 months [95% CI, 20.5-22.3]
= NN NN T 2016-2019 (n=8173): median 17.5 months [95% CI, 16.9-18.2]
.g - U N N S 2020-2023 (n=8649): median 25.7 months [95% CI, 25.0-26.4]
Q2
o
| 4
Q.
©
2
2
=)
/)
Transplanted
Non-
transplanted

| | | | | | | | | | | | | | |
0 6 12

I I
18 24 30 36 42 48 54 60 66 72 78 84 90
Months

96 102 108 11

Multiple Myeloma

Presented by M Ruckert at the 66th American Society of Hematology (ASH) Annual Meeting; December 7-10, 2024; San Diego, CA, USA

|
4 120 1

| | | |
26 132 138 144

&




	Evolution of Treatment Patterns and Survival Outcomes in European Patients With Multiple Myeloma From �2012–2023 Through �the HONEUR Federated Data Network


<<

  /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 1.4

  /CompressObjects /Tags

  /CompressPages false

  /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 false

  /OPM 1

  /ParseDSCComments true

  /ParseDSCCommentsForDocInfo true

  /PreserveCopyPage true

  /PreserveDICMYKValues true

  /PreserveEPSInfo true

  /PreserveFlatness false

  /PreserveHalftoneInfo false

  /PreserveOPIComments true

  /PreserveOverprintSettings true

  /StartPage 1

  /SubsetFonts true

  /TransferFunctionInfo /Apply

  /UCRandBGInfo /Preserve

  /UsePrologue false

  /ColorSettingsFile ()

  /AlwaysEmbed [ true

  ]

  /NeverEmbed [ true

  ]

  /AntiAliasColorImages false

  /CropColorImages false

  /ColorImageMinResolution 300

  /ColorImageMinResolutionPolicy /OK

  /DownsampleColorImages true

  /ColorImageDownsampleType /Bicubic

  /ColorImageResolution 1200

  /ColorImageDepth -1

  /ColorImageMinDownsampleDepth 1

  /ColorImageDownsampleThreshold 1.00000

  /EncodeColorImages false

  /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 1200

  /GrayImageDepth -1

  /GrayImageMinDownsampleDepth 2

  /GrayImageDownsampleThreshold 1.00000

  /EncodeGrayImages false

  /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 1200

  /MonoImageDepth -1

  /MonoImageDownsampleThreshold 1.00000

  /EncodeMonoImages false

  /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 <<

    /ENU ([Based on 'EPG PRESS'] [Based on 'EPG PRESS'] [Based on 'EPG PRESS'] [Based on 'EPG PRESS'] [Based on '[Press Quality]'] 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 true

      /AddPageInfo true

      /AddRegMarks false

      /BleedOffset [

        9

        9

        9

        9

      ]

      /ConvertColors /ConvertToCMYK

      /DestinationProfileName ()

      /DestinationProfileSelector /DocumentCMYK

      /Downsample16BitImages true

      /FlattenerPreset <<

        /PresetSelector /MediumResolution

      >>

      /FormElements false

      /GenerateStructure true

      /IncludeBookmarks false

      /IncludeHyperlinks false

      /IncludeInteractive false

      /IncludeLayers false

      /IncludeProfiles false

      /MarksOffset 6

      /MarksWeight 0.250000

      /MultimediaHandling /UseObjectSettings

      /Namespace [

        (Adobe)

        (CreativeSuite)

        (2.0)

      ]

      /PDFXOutputIntentProfileSelector /DocumentCMYK

      /PageMarksFile /RomanDefault

      /PreserveEditing true

      /UntaggedCMYKHandling /LeaveUntagged

      /UntaggedRGBHandling /UseDocumentProfile

      /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





