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Daratumumab is increasingly being used in the treatment of Multiple Myeloma (MM). However, patients with severe anemia
(hgb < 7.5), severe hypercalcemia (serum calcium > 14), creatinine clearance < 30 ml/min, and patients aged > 70 years were
excluded from the pivotal clinical trials that investigated first line daratumumab. Here we report how daratumumab is utilized
in the treatment of real-world transplant eligible (TE) newly diagnosed multiple myeloma (NDMM) and its safety and efficacy
in these vulnerable patient populations.

Method:

We conducted a retrospective chart review of all adult Multiple Myeloma patients who had autologous stem cell transplant
(ASCT) at Vanderbilt University Stem Cell Transplant (VUSCT) program between January 2017 and April 2023. Descriptive
statistics was used to summarize patient and disease characteristics. Patients with del 17p, t(4;14), t(14;16), 1q gain and 1p
deletion were categorized as high risk. Fisher's exact test and Wilcoxon rank sum test was used to compare variables. Kaplan-
Meir curves and log rank tests were used to compare PFS and OS. Binary logistic regression was used to evaluate patient and
disease variables associated with daratumumab use. A p-value of <0.05 was considered statistically significant.

Result:

A total of 508 charts were reviewed. Out of 508, 104 patients had daratumumab containing induction regimen, including 44 pa-
tients who took daratumumab starting with the first cycle and 60 patients who had daratumumab added or regimen switched
to include daratumumab as part of the induction regimen. Patient, disease, and outcomes of these patients is summarized in
table 1. Additional 149 patients received daratumumab post-ASCT during subsequent relapses. Occurrence of relapse was
the only variable associated with increased risk of death (HR=4.45, (95% CI: 1.94,10.06) with p-value=0.0003). Having standard
cytogenetic risk was associated with decreased utilization of daratumumab in the induction regimen (OR=0.49, (95% Cl: 0.27,
0897) with p-value of 0.02). Out of the 104 patients induced with daratumumab, patients who had daratumumab added after
the first induction cycle had longer diagnosis to ASCT time when compared with patients who take daratumumab starting
from cycle 1 of induction (table 1). Median progression free survival (PFS) and overall survival (OS) was not reached in either
group.

Among populations of interest, there were 7, 2 African American (AA) and 5 white(W), 5 female (F) and 2 male patients,
aged between 54 and 67 years, who had hemoglobin < 7.5 (range: 5.4 -7 g/dL) at diagnosis among the patients who had
daratumumab containing induction regimen. All 7 of the patients had improvement in their hemoglobin post-induction and
they remain in remission post-ASCT. Their hemoglobin trend is depicted on figure 1. There were 11 TE NDMM patients
above age 70 (mean: 74, range: 71-77 years) who received daratumumab containing induction regimen. Although there was
no statistically significant difference with the rest of the population, all patients had G3 infection within 30 days of ASCT, but
no ICU admission or mortality with follow up of up to 39 months (average 18.45 months). We identified 10 patients with mean
age of 53.8 years (range 45-65), 30% F, 40% AA, and 50% high-risk patients who had serum calcium >14 mg/dL. Only 1 patient
had daratumumab containing induction regimen. Unfortunately, this patient died of disease progress 3 months after ASCT.
Four other patients in this group also died between 3 and 54 months (mean: 18 months) from ASCT. Among 54 patients
with creatinine > 2 at diagnosis, 8 patients, aged between 45 and 68 (mean = 58.37) years, mean creatinine of 4.95 (range
2.1-13.05) were induced with daratumumab containing regimen. Average creatinine dropped to 2.15 post-induction and 1.91
at 100 days post-ASCT. Three out of 8 died within 11months of ASCT (mean: 7 months) due to COVID infection in 1standard
risk and disease progress in 2 high-risk patients.

Conclusion: Inclusion of daratumumab at the onset of induction is associated with shorter time between diagnosis and ASCT.
Longer follow up is warranted to determine difference in PFS and OS among patients with early and late incorporation of
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daratumumab containing induction regimen. Our study suggests that daratumumab containing induction regimen is safe and
effective for TE NDMM of all ages, including those with severe anemia and creatinine > 2 mg/dL.

Disclosures Biltibo: BeiGene: Honoraria.

Table 1: Comparison of patient characteristics, disease and outcomes based on daratumumab

utilization

Mo Dara Induction Dara Induction P-Value Dara from C1 Daraz C2 P-Value
(N=404) (N=104) (N=44) (N=60)
GENDER 0.133 0.639
M 209 (51.7%) 63 (60.6%) 25 (56.8%) 38 (63.3%)
RACE 0.082 0.359
AA 76 (18.8%) 12 (11.5%) 3(6.8%) 9 (15.0%)
Al 1(0.2%) 1(1.0%) 0 (0%) 1(1.7%)
AS 0 (0%) 1(1.0%) 12.3%) 0(0%)
H 7(1.7%) 3 (2.9%) 2 (4.5%) 1(1.7%)
w 316 (78.2%) 87 (83.7%) 38 (85.4%) 49 (81.7%)
Age 0.461 4( 9.1 7(11.7) 0.631
Mean (SD) 58.7 (8.27) 59.5 (8.58) 59.2 (8.64) 59.8 (8.60)
Median [Min, Max] 59.0 [33.0, 76.0] 60.0(39.0, 77.0] 60.0 [41.0, 77.0] 61.0 [39.0, 77.0]
Age > 70 (Yes %) 28 (6.9%) 11 (10.6%) 0.299 0.921
DSS (%) 0.020" 0.607
IA 38(112) 8( 97 5(11.9) 4078
1A 78(23.1) 14 (16.1) 5(11.9) 8 (17.6)
I8 14 4.0) 1010 0 (0%) 1 20)
1A 160 (47.3) 61 ( 65.6) 27 (64.3) 34 (66.7)
ne 48(14.2) 8( 88 5(11.9) 3( 59
ISS (%) 0.372 0.787
| 133 (39.1) 44 (46.8) 18(42.9) 26 (50.0)
I 113 (33.2) 29 (30.9) 14(33.3) 15(28.8)
i 94 (27.6) 21 (22.3) 10(23.8) 11(21.2)
Risk (Standard %) 224 ( 64.6) 54 (57.4) 0.252 21 (50.0) 33 (63.5) 0.270
Calcium (mean (SD)) 9.81 (1.21) 9.64 (1.03) 0.184 9.72 (1.35) 9,57 (0.71) 0.502
Creatinine (mean (SD)) 1.51 (1.94) 1.35(1.62) 0.448 1.17 (0.51) 1.48 (2.08) 0.345
Hemoglobin (mean (SD)) 1155 (6.71) 11.19 (242) 0.606 11.00 2.71) 1134 (2.18) 0.507
Diiiﬂiim;:“[?&?{ﬁ in ] g.usgl[(;g].an, 25,50 [13.00, 42.00] 0.078 15.50 [9.00, 32.75] 31.50 [16.25, 49.00] 0.004*
g:?:;’?:e‘gl{:fﬁég}) 8.00 [6.00, 11.00] 10.00 [7.00, 13.00] 0.004" 6.50 [5.00, 8.25] 11.00 [9.75, 15.00] <0.001*
RostzalR s 374 (96.9) 85 (86.7) <0.001° 32(78.0) 53 (93.0) 0.065
ER R o 0.493 0.027'
CR 119(322) 22 (24.7) 13(36.1) 8 (17.0)
PD 13(35) 2(22) 0 (0%) 2( 38
PR 17( 48) 6(6.7) 0 (0%) 6(11.3)
SCR 90 (24.4) 26 (29.2) 13 (36.1) 13(24.5)
sp 5(14) 0(0%) 0(0%) 0(0%)
VGPR 125 (33.9) 33 (37.1) 10(27.8) 23 (43.4)
RELAPSE (Yes %) 170 (42.1) 13 (12.5) <0.001" 5(11.4) 8(13.3) 0.485
'g;e:'f';':'sg?‘{'\r; ::‘},’&; 289 (715) 86 (82.7) 0.029" 38(864) 48 (80.0) 0,558
Abbreviations: AA; African Americon; Al American indian; AS: Asion; ASCT: Autofogous Stem Cell Transplant; CR: Complete Remission; DSS: Durie Salmon Staging; H
Hisponic; IMWG: International Myeloma Working Group; 155 Internationol Staging System; MRD: Minimal Residual Disease; PD: Progressive Disease; PR: Portiol
Response; sCR: stringent Complete Remission; VGPR: Very Good Partiol Response; W: White
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