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Durie-Salmon%&
ISS9 %A
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A 4

R-ISS7%A

R2-ISS74A

R2-ISS7)%H

Risk Feature 0S HR (95% CI) PFS HR (95% CI) Score Value®
ISS Il 1.75 (1.49 to 2.05) 1.43 (1.28 to 1.61) 1

ISS I 253 (2.13 10 3.01) 1.76 (1.54 10 2.01) 1.5
del(17p) 1.82 (1.53 to 2.17) 1.43 (1.23 to 1.65) 1

LDH high 1.60 (1.36 to 1.88) 1.37 (1.20 to 1.57) 1
t(4;14) 1.53 (1.29 to 1.81) 1.40 (1.21 to 1.62) 1

1+ 1.47 (1.29 to 1.68) 1.33 (1.20 to 1.48) 0.5
Group No. (%) Total Additive Score
Low (1) 428 (19) 0
Low-intermediate (I1) 686 (31) 0.5-1
Intermediate-high (1ll) 917 (41) 1.5-2.5

High (IV) 195 (9) 35

J Clin Oncol 2022 Oct 10;40(29):3406-3418



0S

1.00

0.75 —

0.50 ~

0.25 -

SHRIEBREEDY X IT DA
RZ-ISSﬁﬁ Il vi: HR 1.90, 95% Cl 1.49 to 2.42, P < .0001

Il vI: HR 3.58, 95% Cl 2.85 to 4.49, P < .0001
IV vI: HR 6.42, 95% Cl 4.91 10 8.40, P < .0001

1
2
Median OS
—— R2-ISS | NR 3
— R2-SS I 109 months
—— R2S5 I 68 months
—— R2SSIV | 38 months 4
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J Clin Oncol 2022 Oct 10;40(29):3406-3418
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Table 1 | Randomized, multicenter phase lll trials of monoclonal antibody treatment for multiple myeloma

Patient group (type of disease, Arm (No of Overall response Median progression free Hazard ratio FDA EMA

Trial No of prior lines of treatment) patients)* rate (%) survival (months) (P value) approval  approval

CASTOR? 4 Relapsed and refractory disease, ~ D-Vd (n=251) 83 16.7 0.31 (P<0.001)  Yes Yes
at least 1 prior line Vd (n=247) 63 7.1

POLLUX*>*47 Relapsed and refractory disease,  D-Rd (n=286) 93 44.5 0.44 (P<0.001)  Yes Yes
at least 1 prior line Rd (n=283) 76 17.5

CANDOR*® Relapsed and refractory disease, D-Kd (n=312) 84 Not reached 0.63 (P=0.003) Yes No
1-3 prior lines Kd (n=154) 7% 15.8

ALCYONE*?>° Transplant ineligible, newly D-VMp (n=350) 91 36.4 0.42 (P0.001)  Yes Yes
diagnosed disease VMp (n=356) 74 19.3

MAIA®! Transplant ineligible, newly D-Rd (n=368) 93 Not reached 0.56 (P<0.001)  Yes Yes
diagnosed disease Rd (n=369) 81 31.9

CASSIOPEIA®? Transplant eligible, newly D-VTd (n=543) 93 Not reached 0.47, (P<0.001)  Yes Yes
diagnosed disease VTd (n=542) 90 Not reached

GRIFFIN®?t Transplant eligible, newly D-RVd (n=99) 99 Not reached Not available No No
diagnosed disease RVd (n=97) 92 Not reached

COLUMBA™* Relapsed and refractory disease, ~ SCD (n=263) 41 5.6 0.99 (P=0.93) Yes Yes
at least 3 prior lines IVD (n=259) 37 6.1

ELOQUENT 2°°°¢  Relapsed and refractory disease, ~ E-Rd (n=321) 79 19.4 0.71 (P<0.001)  Yes Yes
1-3 prior lines Rd (n=325) 66 14.9

ELOQUENT-3**7 Relapsed and refractory disease,  E-Pd (n=60) 53 10.3 0.54 (P=0.008)  Yes Yes
at least 2 prior lines Pd (n=57) 26 4.7

SWOG 1211°® High risk, newly E-RVd (n=68) 83 34 0.97 (P=0.45) No No
diagnosed disease RVd (n=66) 88 31

ICARIA-MM>® Relapsed and refractory disease,  |I-Pd (n=154) 63 11.5 0.6 (P=0.001) Yes Yes
at least 2 prior lines Pd (n=153) 32 6.5

IKEMA®® Relapsed and refractory disease, I-Kd (n=179) 87 Not reached 0.53 (P<0.001) No No
1-3 prior lines Kd (n=123) 83 19.2

(FX I NTHARYOKE T DGR

Shah et al, BMJ.2020:370m3176
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Table 2 | Summary of major multicenter clinical trials investigating multiple myeloma treatments*

Median No of Overall Median Cytokine release Neurotoxicity (%),

Treatment agent, trial prior lines of response progression free  syndrome (%), any any grade
(No of participants) Treatment type  treatment Dose range rate (%) survival (months) grade (grades 3-5) (grades 3-5)
Bb2121 (ide-cel),” CART cell 6 150-450x10° cells 73 8.8 84 (6) 18 (3)
KarMMa (n=128)
JCARH125 (orva-cel),® %7 | CART cell ==~ 3 92 Not reached 89 (3) 13 (3)
EVOLVE (n=62) CAR T fHRgEE
LCAR-B38M,10%19 CART cell S TUT TR IO tems/kg 88 19.9 90 (7) 2
LEGEND-2 (n=57)
JNJ-4528,19¢ 17 CART cell 5 0.52-0.89x10° cells/kg 100 Not reached 93 (7) 10 (3)
CARTITUDE-1 (n=29)
P-BCMA-101,'%8 CART cell 6 50-1143x10° cells 63 (1001) 9.5 10 (0) 5 (5)
PRIME (n=19)
AMG 420'% (n=42) /” Bispecific 3.5 0.2-800 pg/day, 31 (70%) Not reached 38 (2) 7 ()

antibody (BIiTE) week infusions every 6

- =0 cycles

CC-93269'"° (n=30) Bispecific BITE‘{%}% mg weekly for 43 (89§) Not reached 77 3) 0

antibody biweekly for 3

cycles then monthly

Teclistamab''! (n=78) Bispecific 6 0.3-720 pg/kg weekly 31 (679) Not reached 56 (0) 8(3)

antibody

\(DuoBodv) )

Belantamab mafodotin,!!? Antibody drug 7 2.5 mg/kg every 3 weeks 31 2.9 Not applicable Not applicable
DREAMM-2 (n=196) conjugate 6 3.4 mg/kg every 3 weeks 34 4.9 Not applicable Not applicable
Belantamab mafodotin Antibody drug 3 2.5 mg/kg every 3 weeks 78 Not reached Not applicable Not applicable
and bortezomib,'*? conjugate

DREAMM-6 (n=18)

Shah et al, BMJ.2020:370m3176
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100 —
Median no. of prior antimyeloma lines of therapy (range) 5(2-22)
90 —
Prior stem cell transplant, n (%) 87 (70.7)
Exposure status, n (%) 80
Triple-class® 123 (100) 70 -
ORR, 61% (95% Cl: 51.8-69.6)
Penta-drug’ 87 (70.7)
60 —
Refractory status, n (%) 9
E sCR (15.4%)
Triple-class® 19 (96.7) < 50+
t= >CR:
Penta-drug’ 52 (42.3) & o 35.0%
Refractory to last line of therapy, n (%) 118 (95.9) CR(19.5%) 2;&'253
30 1 . (e]
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=\

VGPR (21.1%)

PR (4.9%)

Lesokhin et al, Nat Med. 2023;29 (9):2259-2267
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CAR T (Ide-cel): 88% S5E5ERE4% CAR T (Ide-cel): 15% S5EE3%
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N=3,948
Characteristic SPM
® 2011-2018FDFFHFEAEDMM T 175
No. of centers 66
® Eﬁf_jﬁ_\,ﬁﬁ FEﬁ EFI 9&1@ 3 7 y) ﬁ (3 - 1 08) Number of new malignancies—no. (%)
1 165 (94)
® Melphalan ASCT+Lenalidomide maintenance 0 -
Classification of new malignancies—no. (%)
Myeloid* 36 (21)
Lymphoidt 3(2)
SHM, not otherwise specified+ 24 (14)
Solid tumor 112 (64)
Time from HCT to new malignancy—median 33 (2-96)
(min-max)
New malignancy: AML/MDS-no. (%)
No 139 (79)
Yes 36 (21)
Time from HSCT to SHM—-median (min-max) 35 (3-93)
Time from HSCT to solid tumor-median (min-max) 33 (2-96)
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