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Key Takeaway

Based on this analysis, cilta-cel
demonstrates significantly greater
clinical benefit compared to
alternative continuously administered
treatments for patients with
lenalidomide-refractory multiple
myeloma.

Conclusions

®

Cilta-cel showed superior efficacy
compared to alternative treatments
from the daratumumab clinical trials,
across all outcomes (ORR, 2VGPR,
2CR, PFS, RW-PFS, TTNT).

®

The comparator cohort included over
175 different treatment regimens for
patients with lenalidomide-refractory
RRMM and was balanced with the
cilta-cel cohort across key clinically
important prognostic factors following
adjustment.

®

These findings highlight the potential
for cilta-cel to be considereda new
standard of care optionfor
lenalidomide-refractory' RRMM
patients, who have received 1-3 prior
LOTs, includingan.IMiD and a PI.
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Introduction

+ CARVYKTI (ciltacabtagene autoleucel;
cilta-cel), has demonstrated superior
progression-free survival (PFS) and
response rates over daratumumab,
pomalidomide and dexamethasone
[DPd], or pomalidomide, bortezomib
and dexamethasone [PVd], in patients
with relapsed and refractory multiple
myeloma (RRMM) who are refractory to
lenalidomide and have received 1-3
prior line(s) of therapy (LOTs) including
an immuno-modulatory agent (IMiD)
and a proteasome inhibitor (PI), in the
phase 3 open-label CARTITUDE-4

Methods
Data Sources and Population
* CARTITUDE-4

— Patients randomized to receive cilta-cel
and underwent apheresis in
CARTITUDE-4 were included in the cilta-
cel cohort.

* 9 Daratumumab Clinical Trials

— CASTOR, CANDOR, APOLLO, MAIA,
ALCYONE, GRIFFIN, CASSIOPEIA,
POLLUX and EQUULEUS trials.

— All trials were open label. Patients had
either RRMM or newly diagnosed MM at
enrollment. Trial phases ranged from 1b

Outcomes
+ Overall response rate (ORR; defined as 2 partial response)
» Very good partial response or better rate (2VGPR)
+ Complete response or better rate (2CR)
Progression free survival (PFS)

Real-world PFS (RW-PFS; defined as time to next treatment,
progression, or death, whichever comes first)

» Time to next treatment (TTNT)

Statistical Analysis

 Inverse probability of treatment weighting (IPTW) was used to
adjust for imbalances between the cohorts on key patient

i 1
trial. to 3.

However, a number of therapies are

available for this patient population,23
and it is important to understand how
cilta-cel compares to other treatments

used in clinical practice. .
cohort of regimens.

Patients who met the key eligibility

Objective

» To evaluate the comparative efficacy
of cilta-cel versus a combined group of
alternative treatments for RRMM
patients refractory to lenalidomide
from daratumumab clinical trials.

LOT.

each LOT.

Results

Study Population
The cilta-cel cohort consisted of 208 patients from CARTITUDE-4.

The comparator cohort consisted of 800 patients from the
daratumumab trials, contributing 1045 eligible LOTs.

After adjustment, baseline patient characteristics were similar
between the cilta-cel and comparator cohort (Table 1).

In the comparator cohort, over 175 unique treatment regimens were
received across all eligible LOTs. The most frequently used (>5% of
LOTs) are listed in Table 2.

Comparative Efficacy

* Response Outcomes

— Cilta-cel substantially improved response versus the comparator
cohort with 3.51, 7.25, and 16.45 increased odds of achieving
ORR, 2VGPR, and 2CR, respectively (Table 3).

» Time to Event Outcomes

— Cilta-cel was found to reduce the risk of progression or death by
63% (PFS), reduce the risk of progression, next treatment, or
death by 73% (RW-PFS), and reduce the risk of next treatment or
death by 72% (TTNT) (Figure 1).

— Cilta-cel exceeded the Kaplan—Meier estimated median PFS, RW-
PFS, and OS of the comparator cohort (Figure 1).

» All results were statistically significant (P<0.0001). Results across
sensitivity analyses were consistent with the main findings.

Table 2: Treatments Most Frequently”
Used in the Comparator Cohort

N (%)
1045 (100%)
DKd 147 (14.1%)
DPd 147 (14.1%)
Pd 124 (11.9%) ORR

Treatments

83.70%

— Combined comparator cohort included:

= Patients who received active or
subsequent treatments with/without
daratumumab, constituting a mixed

criteria of CARTITUDE-4
(lenalidomide-refractory RRMM, with
1-3 prior LOTs, including an IMiD and
a PI) at enroliment or at a subsequent

Cilta-cel
Unadjusted Unadjusted Adjusted® Unadjusted”

characteristics, emulating a head-to-head trial.

— Average treatment effect in the treated (ATT) weighting
was used, with propensity scores estimated with a logistic
regression.

Prognostic factors for adjustment were identified a priori in
consultation with clinical experts: refractory status,
cytogenetic risk profile, International Staging System (ISS)
stage, baseline plasmacytoma, time to progression on last
regimen, number of prior LOTs, years since MM diagnosis,
age, and hemoglobin.

Odds ratios (OR) / hazard ratios (HR) and 95% confidence
intervals (Cl) were derived using weighted logistics
regression / Cox proportional hazards model.

Patients could contribute multiple
LOTs (as independent observations),
if they remained eligible at the start of

Separate sensitivity analyses including only the first eligible
LOT and adjusting for additional characteristics (prior stem
cell transplant, Eastern Cooperative Oncology Group status,
race, sex, type of MM), were also performed.

Table 1: Patient Characteristics Before and After IPTW Adjustment

Unadjusted Adjusted

Cilta-cel
N (%)
208 (100%)

Comparators
N (%)
1045 (100%)

Comparators
N2 (%)
190 (100%)

Characteristic Categories

Refractory to a Pl
Refractory to an anti-
CD38 Antibody

High risk ¢

103 (49.5%)
50 (24.0%)

692 (66.2%)
255 (24.4%)

118 (62.5%)
52 (27.4%)

Refractory
status®

123 (59.1%)
Standard Risk 69 (33.2%)
Unknown 16 (7.7%)
| 136 (65.4%)
ISS stage 1] 60 (28.8%)
1 12 (5.8%)

164 (78.8%)
44 (21.2%)

144 (13.8%)
391 (37.4%)
510 (48.8%)

571 (54.6%)
330 (31.6%)
144 (13.8%)
985 (94.3%)
60 (5.7%)
706 (67.6%)
339 (32.4%)

100 (52.7%)
74 (39.0%)
16 (8.3%)
133 (70.1%)
46 (24.0%)
11 (5.9%)
150 (79.3%)
39 (20.7%)

Cytogenetic risk
profile

Baseline No
plasmacytomad Yes
Time to
progression on
last regimen

< 16 months
> 16 months

102 (49.0%)
106 (51.0%)

102 (53.7%)
88 (46.3%)

: 1 68 (32.7%)
Number of prior 2 83 (39.9%)

Lo 3 57 (27.4%)
104 (50.0%)
104 (50.0%)

126 (60.6%)
82 (39.4%)

86 (8.2%)
433 (41.4%)
526 (50.3%)

410 (39.2%)
635 (60.8%)

496 (47.5%)
549 (52.5%)

<12g/dL 130 (62.5%) 654 (62.6%) 115 (60.4%)
> 12 gldL 78 (37.5%) 391 (37.4%) 75 (39.6%)

2Number for the adjusted comparator cohort represents the sum of the propensity score weights. > Refractory was defined as progressive disease while on treatment,
discontinuation of drug within 60 days, or progressive disease within 60 days after the end of previous treatment. © High risk in the cilta-cel cohort was defined as at least
one of del17p, t(4, 14), (14, 16), or gain/amp(1q). High risk in the comparator cohort was defined as at least one of del17p, t(4, 14), or t(14, 16). ¢ Refers to softtissue
mass that is not in contact with bone; does not include bone-based 1SS, Staging System; LOTs, lines of therapy; MM, multiple myeloma;
P, proteasome inhibitor.

56 (29.5%)
80 (42.3%)
54 (28.3%)

85 (44.6%)
105 (55.4%)
112 (59.2%)
77 (40.8%)

Years since MM
diagnosis

< 3 years
2 3 years
< 65 years
2 65 years

Age

Hemoglobin

Table 3: Results for Response Outcomes

Response Cilta-cel vs. Comparators

Odds Ratio? (95% Cl)
Adjusted®

51.90% 59.30% 4.75(3.27,7.10) 3.51(2.21, 5.65)

79.80%

29.10% 35.30% 9.63 (6.76, 14.01) 7.25 (4.66, 11.49)

Kd 92 (8.8%) 2VGPR

72.10%

11.90% 13.60% 19.21 (13.53, 27.61) 16.45 (9.99, 28.00)

D 54 (5.2%) 2CR

* Used in >5% of patients. D, DKd, ib and
DPd, ide and Kd,
ib and Pd, i ide and

“ P<0.0001 for all analyses

response or better rate.

Figure 1: Comparative Efficacy for A) PFS, B) RW -PFS, and C) TTNT

2 OR>1 indicates favorable treatment effect for cilta-cel. ® Adjusted for refractory status, cytogenetic risk profile, Intemational Staging System stage, baseline plasmacytoma, time to progression on last regimen, number of
prior lines of therapy, years since multiple myeloma diagnosis, age, and hemoglobin. CI, confidence interval; =CR, complete response or better rate; OR, odds ratio; ORR, overall response rate; 2VGPR, very good partial

A) 004 IPTW HR: 037 (0.26, 0.52) B)

P <0.0001

PFS Probability
RW-PFS Probability

IPTW HR: 0.27 (0.19, 0.37) C)

P <0.0001

IPTW HR: 0.28 (0.20, 0.39)
P <0.0001

TTNT Probability

T T T : T T T T T T T T T

Number at risk

Number at risk

p T T T T T T T T T T p :

Number at risk

1208 177
Cilta-cel
11045 750

Comparators Adjusted| 190

Cilta-cel{ 208 177

1045 750
141 Comparators Adjusted| 199 141

172 166 Cilta-cel{ 208 181 172 166

543 1045 817 595 465
03 Comparators Adjusted

Median, months (95% ClI) Cilta-cel vs.

Comparators

Adjusted® Adjusted®

Cilta-cel Cilta-cel

Unadjusted | Unadjusted Unadjusted

NR

(22.83, NR) |(8.31, 10.55)(6.47, 12.22)|(0.28, 0.48)* (22.83, NR)

Median, months (95% CI)

Unadjusted | Unadjusted

(6.47,7.82) | (4.67,9.03) | (0.23, 0.38)*

Median, months (95% CI) Cilta-cel vs.

Comparators

Adjusted® Adjusted®

Cilta-cel vs.
Comparators
Cilta-cel

Adjusted® | Unadjusted | Adjusted® Unadjusted | Unadjusted Unadjusted

0.32
(21.36, NR) | (7.92, 9.92) |(5.32, 10.41)| (0.24, 0.41)*

Number at risk for Comparator Cohort Adjusted represents the sum of the propensity score weights
* P<0.0001 for all analyses

2 HR<1 indicates favorable treatment effect for cilta-cel. ® Adjusted for refractory status, cytogenetic risk profile, International Staging System stage, baseline plasmacytoma, time to progression on last regimen, number of prior lines of therapy, years since multiple myeloma diagnosis, age, and hemoglobin. Cl, confidence
interval; HR, hazard ratio; NR, not reached; PFS, progression-free survival; RW-PFS, real-world progression-free survival; TTNT, time to next treatment.

References

. San-Miguel, J., et al. (2023). Cilta-cel or standard care in lenalidomide-refractory multiple myeloma. New England Journal of Medicine, 389(4), 335-347.
. Rajkumar, S. V. (2020). Multiple myeloma: 2020 update on diagnosis, risk-stratification and management. American journal of hematology, 95(5), 548-567.
. Herandez-Rivas, J. A., et al (2022). The changing landscape of relapsed and/or refractory multiple myeloma (MM): fundamentals and controversies. Biomarker

Research, 10, 1-23

Multiple Myeloma

Presented by M Delforge at the 21st International Myeloma Society Annual Meeting; September 25-28, 2024; Rio de Janeiro, Brazil



	Comparative Efficacy of CARVYKTI in CARTITUDE-4 versus Alternative Treatments from Daratumumab Clinical Trials for the Treatment of Patients with Lenalidomide-Refractory Multiple Myeloma 


<<

  /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





