PA-060 Introduction Methods
Phase 2 RedirecTT-12 study design

+ Patients with soft tissue plasmacytomas noncontiguous with bone
(true extramedullary disease [EMD]) have poor outcomes with standard 4 N/ Key eligibility criteria Step-up doses®
therapies and rapid relapses’ administered

Talquetamab (Tal), which targets G protein—coupled receptor class C 2 ﬁ l;\ ﬁ True EMD defined as: 2-4 days apart

Primary endpoint
roup 5 member D (GPRC5D) and CD3, and teclistamab (Tec), which 21 nonradiated bone-independent soft tissue * ORRe
+ ?argeﬁs B-cell maturation antigen (BCMA’) and CD3, are the first bispecific plasmacytoma 22 cm in greatest dimension Tal 0.4 mg/kg Tal 0.8 mg/kg
ibodi - tri nfirmed by central review of PET-CT scansb® Tec 1.5 mglk Q2W SC + Secondary endpoints
antibodies (BsAbs) approved as monotherapies for triple-class exposed Ccol €d by central review of scans ec 1.5 mg/kg Tec 3.0 malk
relapsed/refractory multiple myeloma (RRMM)5-® 2':;52;" Ma("'Ch eSZW che‘ 9 2VGPR, 2CR, and sCR rated
, median L .
= - - Preliminary data from phase 1 of RedirecTT-1 suggested that follow-up MM per IMWG C”te”da Tal 0.06 mg/kg until disease Time to response,? DOR,® PFS,
e c I s a m a I n a I e n s combination targeting of GPRC5D with talquetamab and BCMA with was 12.6 Triple-class exposed? RRMM ) Tec 0.3 mg/kg progression and OS
teclistamab led to higher response as well as greater depth and durability (range, 0.5— Prlgr ,(A:bAR-T ng BtstAb thte(r_:gég;gm'tt‘a;’CMA Safety
; 10 ) O + BsAbs could not targe or

ofresponse compared with each agent as monofherapy 19.5) months Nonsecretory/oligosec?etory disease permitted Tal 0.01 mg/kg PK and immunogenicity

With Relapsed/Refractory N

. aNCT04586426. "Patients may have had paramedullary plasmacytomas in addition to true EMD. “Whole body MRI permitted with sponsor approval. 9Prior PI, IMD, and anti-CD38 monoclonal antibody. ¢Tal and Tec adrmmstered on the same day, 30 (+10) minutes apart, for all
phase 2, RedirecTT-1 true EMD cohort step up and full treatment doses. ‘Option to reduce dosing frequency for both agents to monthly dosing after 2VGPR and minimum 4 cycles of therapy, or 6 cycles, per investigator decision. SResponse was it review per IMWG criteria.
CAl i receptor; CR, plete response; DOR, duration of response; IMiD, immunomodulatory drug; IMWG, International Myeloma Working Group; MRI, magnetic resonance imaging; MM, multiple myeloma ORR, overall response rate; OS, overall survival;

M I t i I M I I PET CT positron emission y; PFS, prog fi survlval P, pi inhibitor; PK, pharmacokinetics; Q2W, every other week; SC, subcutaneous; sCR, stringent complele response; VGPR very good partial response.

Results

Figure 2: Tal + Tec elicited durable responses, promising Table 2: Safety profile of Tal + Tec was consistent with
- - . . . . . PFS and prolonged OS in patients with true EMD after | -N- known profiles of each monotherapy; incidence and severity
xt ra m e u a I s e as e -N- Table 1: Patlenots with tru&: EMD had a high disease b_urden and were heavily approximately 13 months of follow-up; most responses of adverse events (AEs) were not exacerbated with the
= pretreat_ed. 4.4% and 34.4% h?d nonsacretory and ohgqsecr:etory d|se.ase, deepened or were maintained after switching to monthly combination. 10 (11.1%) patients had grade 5 AEs, including
respectively, and 8.9% had prior exposure to T-cell redirection therapies dosing (Supplemental Figure 1) 5 infections

u
DOR
RedirecTT-1 i
Hematologic AEs (230%),? n (%)

Median age, years (range) 64.5 (42-84) 64.1%

Male, n (%) 57 (63.3) (48.3-76.3) Any Grade Grade 3/4
Saad Z Usmani', Maria-Victoria Mateos?, Jing Christine Ye?, Shebli Atrash?, Hila Magen®, Hang Quach®, Michael P Chu’, - > = —
Suzanne Trudel8, Joshua Richter?, Paula Rodriguez-Otero®, Hun Chuah'!, Moshe Gatt'2, Eva Medvedova'3, Shahzad Raza', True extramedullary plasmacytomas 21,2 n (%) 90 (100)
Dok Hyun Yoon's, Tadao Ishida'é, Jeffrey V Matous'’, Koichi Onodera’®, Emma Scott'®, Christoph Heuck'®, Payal Thakkar?, Number of extramedullary plasmacytomas,® median (range) 2(1-7)
Mariacristina Festa?!, Lin Huang'?, Shaji Kumar??, Yaél C Cohen2?

Neutropenia 65 (72.2) 56 (62.2)
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Number of extramedullary plasmacytomas,? n (%) Anemia 46 (51.1) 28 (31.1)
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. . — X 2-3 29 (32.2) !
"Memorial Sloan Kettering Cancer Center, New York, NY, USA; 2University Hospital of Salamanca/IBSAL/CIC/CIBERONC, :
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Patients, %

mDOR: 13.8 (11.5-NE)

Thrombocytopenia 34 (37.8) 23 (25.6)

Salamanca, Spain; MD Anderson Cancer Center, University of Texas, Houston, TX, USA; “Levine Cancer Institute-Atrium Health, 24 23 (25.6) 20 Nonhematologic AEs (230
Charlotte, NC, USA; 5Chaim Sheba Medical Center, Ramat-Gan, Faculty of Medical and Health Sciences, Tel Aviv University, Tel High-risk cytogenetics,® n (%) 14 (21.5)
Aviv, Israel; 8University of Melbourne, St Vincent's Hospital, Melbourne, VIC, Australia; “Alberta Health Services, Edmonton, AB,
Canada; 8Princess Margaret Cancer Centre, Toronto, ON, Canada; *Mount Sinai Medical Center, New York, NY, USA; "°Cancer 0 —
Center Clinica Universidad de Navarra, Cima, Pamplona, Spain; '"Royal Perth Hospital, Perth, WA, Australia; 12Hadassah Nonsecretory 4(44) 001 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 CRS 70 (77.8) 0
Medical Center, Hebrew University of Jerusalem, Jerusalem, Israel; "®Knight Cancer Institute, Oregon Health and Science Oligosecretory 31(34.4) Months

University, Portland, OR, USA; “Taussig Cancer Institute, Cleveland Clinic, Cleveland, OH, USA; "®Asan Medical Center, - " : " - — i - i c .
University of Ulsan College of Medicine, Seoul, Republic of Korea; '®Japanese Red Cross Medical Center, Tokyo, Years since diagnosis, median (range) 47(07-21.4) Patients 71 69 69 61 61 53 46 40 37 28 27 22 13 9 3 2 1 0 0 Non-rash skin AES 62 (68.9) 0
Japan; "Colorado Blood Cancer Institute and Sarah Cannon Research Institute, Denver, CO, USA; '8Tohoku University Hospital, Median prior LOT, n (range) 4.0(1-10) at risk

Sendai shi, Miyagi, Japan; *Johnson & Johnson, Spring House, PA, USA; 2Johnson & Johnson, Raritan, NJ, USA; 2'Johnson & Exposure status, n (%)
Johnson, Leiden, Netherlands; 2Mayo Clinic Rochester, Rochester, MN, USA; 2Tel Aviv Sourasky (Ichilov) Medical Center, P - il . .
Faculty of Medical and Health Sciences, Tel Aviv University, Tel Aviv, Israel Belantamab mafodotin 11(12.2) 100 Weight decrease 48 (53.3) 10 (11.1)

Anti-BCMA CAR-T therapy 18 (20.0)
BsAb therapy’ 8(8.9) 61.0%
Triple-class 90 (100) (49.6-70.6) Cough 33(36.7) 0
Penta-drug 51 (56.7)
Key Takeaway Refractory status, n (%)
Triple-class 76 (84.4)
Penta-drug 32 (35.6) mPFS: 15.4 (10.8-NE)
In the largest EMD study to date, Tal + Tec showed deep and Tolast LOT 75 (83.3) Hypokalemia 27/(30.0) 7(7.8)

d ura ble reSpOnseS y h |g h I |g htl ng th e Cl | n ICal beneﬂt Of th |S 221 nonradiated bone-i ent soft tissue (22 cm in greatest dimension) confirmed by PET-CT scans. 6 patients had data on the number

of EMD lesions based o only. y lesions were also present in 19 patients. °FISH or karyotype testing in n=65; defined

com blnatlon |n patlents W|th RRMM and true EMD, a populahon Wlth as del(17p), t(4;14), or 1(14 16). 9Per IMWG criteria. ECalculated in n=g9. Al patients received anti-FCRH5 BsAbs. FcRH5, Fc receptor-homolog 5;

FISH, fluorescence in situ hybridization. Nausea® 27 (30.0) 0

high unmet clinical need 0+

— T T T T T T T T
01 2 3 45 6 7 8 9101 1 12 13 14 15 16 17 18 19 20 21 aAEs graded by CTCAE v5.0; CRS per ASTCT criteria. *Includes dysgeusia, ageusia, hypogeusia, and taste disorder;
maximum grade for taste changes is 2 per CTCAE. cIncludes skin exfoliation, dry skin, pruritus, and palmar-plantar

< . R : : : : Months erythrodysesthesia syndrome. ¢Includes nail discoloration, nail disorder, onycholysis, onychomadesis, onychoclasis, nail
. Flgure 1: Tal + Tec elicited hlgher ORR and deeper responses in patlents with Patients 90 83 79 72 68 64 63 60 50 45 43 39 29 24 1910 4 2 1 1 00 dystrophy, nail toxicity, and nail ridging. *Excludes symptoms of CRS or immune effector cell-associated neurotoxicity
Conclusions /' true EMD vs either agent as monotherapy; ORR remained high in patients : syndrome. ASTCT, American Society ofTransplanaton and Callular Thrapy: CTCAE, Comman Teminology et for
treated with the combination with prior exposure to BCMA-targeting and T-cell os verse Events; T not applicabe.

: f : redirecting therapies (data not shown) Table 3: Rates of severe infections with Tal + Tec were similar
+
Tal + Tec led to a high ORR and deep, durable responses in patients to each agent as monotherapy, underscoring the importance

n ) . . 74.5%

with true _EMD_1 efﬂcacy ?Xceeded standard theraples and novel Tal + Tec combination in RedirecTT-1 Tal or Tec monotherapy (63.4-82.7) I '~' of vigilant infection prophylaxis and management. 70.0% of

T-cell redirecting therapies in patients with true EMD in patients with true EMD® patients had posttreatment hypogammaglobulinemia? and
86.7% received 21 dose of intravenous immunoglobulin

Measurable disease,? n (%) Taste changes® 71(78.9) NA

Nail-related AEs? 50 (55.6) 0

Dry mouth 40 (44.4) 0
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Diarrhea 30 (33.3) 3(3.3)

Pyrexia® 28 (31.1) 1(1.1)

Patients, %

N
o
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N
o
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Fatigue 27 (30.0) 3(3.3)

100 1
u

78.9%
(69.0-86.8) m mOS: NR (NE-NE) Tal+ Tec

1
1
1
. . . B 1
AEs were not exacerbated with the combination vs Tal and Tec 3 ) % ! Most common AEs (N=90)
monotherapies. The infection profile supports vigilant infection o0 u 401 ! (210% overall), n (%) J—— Grade 3140
|
1
1
1
1

60

Patients, %

monitoring and management in this patient population g 43.5% 43.4%
\ 2VGPR: (34.0-53.4) >CR: (29-8-57.7) 20

70.0% o 40 { 2CR: _ 18.9%
14.8% 2VGPR: 2VGPR:

29.6% 37.7% 0 T T — T T COVID-19 20 (22.2) 5(5.6)

T T T—TT
0123456789101112131415161718192021 -
Months Pneumonia 16 (17.8) 4(4.4)

Infections 71(78.9) 28 (31.1)

Upper respiratory tract infection 22 (24.4) 3(3.3)

Please scan QR code .
E @ bosor https://www.congresshub.com/Oncology/IMS2025/Talquetamab/Usmani m 13.9 | 57 | Patients 90 84 82 80 80 80 80 73 67 60 58 50 39 32 26 16 12 4 3 2 0 0 Urinary tract infection 12 (13.3) 3(3.3)
The QR code is intended to provide scientific information for individual reference, and the Tal + Tec Tal monotherapy Tec monotherapy at risk
information should not be altered or reproduced in any way. (N=90) (N=108) (N=53)

/& Supplementary material Viral upper respiratory tract infection 9(10.0) 2(2.2)

Data callouts denote12-month rates and median values, each with corresponding 95% Cl intervals. mDOR, median
2Due to rounding, individual response rates may not sum to the ORR. PORR was by ir review i per IMWG criteria. duration of response; mOS, median overall survival; mPFS, median progression-free survival; NE, not estil P 1timmunoglobulin G <400 mg/dL or i i gent AE. "Mostly limited to
°Data on file. PR, partial response. NR, not reached. early cycles.
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Supplemental Figure 1: Responses Deepened or Were
Maintained in Most Patients With True EMD

Individual patients
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AE, adverse event; CR, complete response; D/C, discontinued; EMD, extramedullary disease; MR, minimal response; PD, progressive disease; PR, partial response; sCR, stringent complete response; SD, stable disease; Tal, talquetamab;

Tec, teclistamab; VGPR, very good partial response.

21




<<

  /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





