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Introduction: SMM is a precursor disorder to multiple myeloma (MM) (Rajkumar SV, et al. Blood. 2015;125[20]:3069-3075). Cur-
rent guidelines for SMM recommend active monitoring, with treatment initiation only upon progression to MM. However, ther-
apeutic intervention at the SMM stage may help delay the progression to MM (Lonial S, et al. J Clin Oncol. 2020;38[11]:1126-
1137, Mateos MV, et al. ASH 2022. Abstract 118). DARA is a human IgGx monoclonal antibody targeting CD38 with a direct
on-tumor and immunomodulatory mechanism of action. Given the deep and durable responses and favorable safety profile
of DARA monotherapy in patients (pts) with relapsed/refractory MM (Usmani SZ, et al. Blood. 2016;128[1]:37-44), we hypoth-
esized that DARA could delay the progression of SMM to MM. In the primary analysis of the phase 2 CENTAURUS study
(NCT02316106), after a 15.8-month median follow-up, DARA monotherapy showed activity and was well tolerated in pts
with intermediate- or high-risk SMM (Landgren CO, et al. Leukemia. 2020;34(7]:1840-1852). Activity and tolerability of DARA
monotherapy were also observed in CENTAURUS after an additional 10 months of median follow-up (Landgren CO, et al. ASH
2018. Abstract 1994). Here, we present the final analysis of the CENTAURUS study, with a median follow-up of 85.2 months (7
years).

Methods: Eligible pts had a diagnosis of intermediate-risk or high-risk SMM for <5 years. Pts were randomized (1:1:1) to
receive 8-week cycles of DARA 16 mg/kg intravenously (IV) on 1 of 3 dosing schedules. In the Intense dosing arm, pts received
DARA QW (Cycle 1), Q2W (Cycles 2-3), Q4W (Cycles 4-7), and Q8W (Cycles 8-20). In the Intermediate dosing arm, pts received
DARA QW (Cycle 1) and Q8W (Cycles 2-20). In the Short dosing arm, pts received 1 cycle of DARA QW. For pts in the Intense
and Intermediate arms, there was an option to extend treatment (Extension phase) with DARA IV or with subcutaneous DARA
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(DARA SC; DARA 1,800 mg co-formulated with recombinant human hyaluronidase PH20 [2,000 U/mL; Halozyme, Inc.]) Q8W
after the end of Cycle 20 per investigator discretion if there was a positive benefit/risk ratio, no grade >3 treatment-related
toxicity, and at least stable disease had been achieved. Rate of complete response or better (>CR) was a primary endpoint.
Secondary endpoints included overall response rate (ORR) and overall survival (OS).

Results: A total of 123 pts (41 pts per arm) were randomized. Median (range) age was 61 (31-81) years. Median duration of
study treatment overall during the study was 44.0 months in the Intense arm, 35.2 months in the Intermediate arm, and 1.6
months in the Short arm. A total of 36 pts (21 pts in the Intense arm and 15 pts in the Intermediate arm) continued to receive
DARA Q8W in the Extension phase (Cycles 21+). During the Extension phase, median duration of study treatment was 45.2
months in the Intense arm and 46.1 months in the Intermediate arm ( Table 1). 16 pts in the Intense arm and 10 pts in the
Intermediate arm switched from DARA IV to DARA SC during the Extension phase.

Efficacy results are summarized in Table 2. At a median (range) follow-up of 85.2 (0-94.3) months, ORR and >CR rate were
higher in the Intense and Intermediate arms than in the Short arm. In the Intense and Intermediate arms combined, the >CR
rate was 8.5%. Median OS was not reached in any dosing arm; the 84-month OS rate was 81.3%, 89.5%, and 88.1% in the
Intense, Intermediate, and Short arms, respectively.

Safety results are summarized in Table 1. Grade 3/4 treatment-emergent adverse events (TEAEs) occurred in 65.9%, 41.5%,
and 15.0% of pts in the Intense, Intermediate, and Short arms, respectively; grade 3/4 TEAEs were reasonably related to DARA
in 12.2%, 2.4%, and 5.0% of pts, respectively. TEAEs that led to discontinuation of DARA occurred in 7.3%, 2.4%, and 5.0% of
pts in the Intense, Intermediate, and Short arms, respectively.

Conclusions: Findings from this final analysis of CENTAURUS continue to demonstrate the clinical activity of DARA monother-
apy in pts with intermediate- or high-risk SMM after a median follow-up of 7 years. A high proportion (44%) of pts in the Intense
and Intermediate arms completed 20 cycles and remained on DARA monotherapy per investigator discretion, with a median
duration of additional treatment of 46.0 months (4 years) in the Extension phase. No new safety concerns were observed with
extended follow-up.
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OffLabel Disclosure: Daratumumab monotherapy is currently approved for the treatment of patients with relapsed/refractory
multiple myeloma, but it is not yet approved for the treatment of patients with smoldering multiple myeloma.
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Table 1. Duration of Study Treatment and Safety Summary
Intense Intermediate Short
(n=41) (n=41) (n = 40)*
Median (range) duration of study treatment,
months
Extension phase included® 44.0(1.0-91.6) | 35.2(1.9-90.6) 1.6 (0.1-1.9)
Extension phase excluded (20 cycles) 35.0(1.0-35.7) | 35.0(1.9-35.5) 1.6 (0.1-1.9)
During Extension phase (21+ cycles)” 45.2(1.9-48.6) | 46.1 (11.1-49.2) -
Grade 3/4 TEAE, % 65.9 41.5 15.0
>1 reasonably related to DARA 12.2 2.4 5.0
Serious TEAE, % 48.8 34.1 10.0
>1 reasonably related to DARA 2.4 2.4 2.5
Discontinued treatment due to TEAE, % 7.3 2.4 5.0
>1 reasonably related to DARA 2.4 0 2.5
TEAE, treatment-emergent adverse event; DARA, daratumumab; pt, patient; Q8W, every 8 weeks.
*1 pt was randomized but did not receive study treatment.
*Optional extension of DARA Q8W treatment after the end of Cycle 20 for pts in the Intense and
Intermediate arms.
Table 2. Summary of ORR and OS
Intense Intermediate Short
ORR® summary, n 4] 41 40°
ORR, % 56.1 (90% CI, 42.1-69.4) | 56.1 (90% CI, 42.1-69.4) | 37.5 (90% CI, 24.7-51.7)
>CR 4.9 (90% CI, 0.9-14.6; 12.2 (90% CI, 4.9-23.9; 0
P =0.9569 P =0.5929%
VGPR 244 12.2 20.0
PR 26.8 31.7 17.5
OS summary, n 41 41 41
84-month OS rate, % 81.3 89.5 88.1

ORR, overall response rate; OS, overall survival; CI, confidence interval; >CR, complete response or
better; VGPR, very good partial response; PR, partial response; IMWG, International Myeloma Working

Group; pt, patient.

“Responses were evaluated per the 2014 IMWG criteria (Rajkumar SV, et al. Lancet Oncol.

2014:15[12]:e538-¢548).

®1 pt was randomized but did not receive study treatment.
P value for testing the null hypothesis that the >CR rate is <15%.
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