Daratumumab Plus Lenalidomide and Dexamethasone (D-Rd)
Versus Lenalidomide and Dexamethasone (Rd) in Patients
with Newly Diagnosed Multiple Myeloma (NDMM) Ineligible
for Transplant: Updated Analysis of Maia

Nizar Bahlis, MD:, Thierry Facon, MD:=, Saad Z. Usmani, MDs, Shaji K. Kumar, MD-, Torben Plesner,
MD, DScs, Robert Z. Orlowski, MD, PhDs, Cyrille Touzeau, MD~, Supratik Basu, MBBS, MD, FRCP,
FRCPaths, Hareth Nahi, MD, PhD+, Cyrille Hulin, MDio:, Hang Quach, MD::, Hartmut Goldschmidt:,
Michael E O'Dwyer, MD:s, Christopher P Venner, MD:+, Katja C. Weisel, MDis.is:, Maria Krevvata,
PhD:7, Huiling Pei, PhDs, Jianping Wang:s:, Rian Van Rampelberghzo, Jon Ukropec, PhD:!, Clarissa
M. Uhlar>, Rachel Kobos, MD:s» and Aurore Perrotz>

1University of Calgary, Arnie Charbonneau Cancer Institute, Calgary, AB, Canada

2Service des Maladies du Sang, Hépital Claude Huriez, Lille, France

slevine Cancer Institute/Atrium Health, Charlotte, NC

+Division of Hematology, Mayo Clinic, Rochester, MN

sVejle Hospital and University of Southern Denmark, Vejle, Denmark

sDepartment of Lymphoma and Myeloma, The University of Texas MD Anderson Cancer Center,
Houston, TX

Hematology, University Hospital Hote/-Dieu, Nantes, France

sRoyal Wolverhampton Hospitals NHS Trust, Wolverhampton, United Kingdom

sKarolinska Institute, Department of Medicine, Division of Hematology, Karolinska University
Hospital at Huddinge, Stockholm, Sweden

nDepartment of Hematology, Hopital Haut Lévéque, University Hospital, Pessac, France

11St. Vincent's Hospital, Melbourne, Australia

1zUniversity Hospital Heidelberg and National Center of Tumor Diseases (NCT), Heidelberg,
Germany

1:Dept. of Medicine/Haematology, NUI, Galway, Ireland

1#Division of Medical Oncology, University of Alberta, Edmonton, AB, Canada

isMedical Center of Hamburg-Eppendorf, Hamburg, Germany

isUniversity of Tuebingen, Tuebingen, Germany

17lanssen Research & Development, LLC, Spring House, PA

1sjanssen Research & Development, LLC, Titusville, N/

1sjanssen Research & Development, LLC, Raritan, NJ

2fanssen Research & Development, Beerse, Belgium

21janssen Global Medical Affairs, Horsham, PA

2fHematology Department, University Hospital, Vandoeuvre Les Nancy, France



Introduction:

Daratumumab (DARA) is a human, CD38-targeted, IgG1k monoclonal antibody approved as
monotherapy in heavily pretreated relapsed/refractory multiple myeloma (RRMM) and in
combination with standard-of-care regimens for transplant-ineligible NDMM and RRMM. The
addition of DARA to standard-of-care regimens in phase 3 studies has consistently demonstrated
a near doubling of complete response (CR) rates, tripling of minimal residual disease (MRD)-
negativity rates, and reduction in the risk of disease progression or death by >44% in patients
with transplant-ineligible NDMM or RRMM. In the primary analysis of the phase 3 MAIA study
(median follow-up: 28.0 months), a significant progression-free survival (PFS) benefit (median
not reached [NR] vs 31.9 months; hazard ratio [HR], 0.56; P<0.001) and a >3-fold increase in
MRD-negativity rates (10-ssensitivity threshold; 24.2% vs 7.3%; P<0.001) were observed for D-Rd
vs Rd in patients with transplant-ineligible NDMM (Facon T, N Eng/ / Med 2019). Here, we report

updated efficacy and safety findings from MAIA after 9 months of additional follow-up.

Methods:

Patients with NDMM ineligible for high-dose chemotherapy and autologous stem cell
transplantation due to age =65 years or comorbidities were randomly assigned (1:1) to receive Rd
+ DARA. Stratification factors included International Staging System stage (ISS [l vs Il vs 1l1]),
region (North America vs other), and age (<75 vs =75 years). All patients received 28-day cycles
of Rd (R: 25 mg orally once daily on Days 1-21; d: 40 mg orally on Days 1, 8, 15 and 22). In the
D-Rd arm, DARA (16 mg/kg intravenously) was given weekly for Cycles 1-2, bi-weekly for Cycles
3-6, and every 4 weeks thereafter. Patients were treated until disease progression or
unacceptable toxicity in both treatment arms. The primary endpoint was PFS. Key secondary
endpoints included overall response rate (ORR), MRD-negativity rate (10-s sensitivity,

clonoSEQ* version 2.0), and safety. PFS on the next line of therapy (PFS2), defined as the time

from randomization to progression on the next line of therapy or death, was also measured.

Results:

A total of 737 patients were randomized (D-Rd, N = 368; Rd, N = 369). Patient baseline
characteristics were well balanced between the two treatment arms. Median (range) age was 73
(45-90) years, with 44% of patients >75 years of age. 27%, 43%, and 29% of all patients were ISS
stage |, Il, and lll, respectively. Among 642 patients evaluable for FISH/karyotyping analysis, 86%
had standard and 14% had high cytogenetic risk.

After a median follow-up of 36.4 months, median PFS was NR with D-Rd vs 33.8 months with Rd
(HR, 0.56; 95% confidence interval [Cl], 0.44-0.71; P<0.0001; Figure). The estimated 36-month
PFS rate was 68% with D-Rd vs 46% with Rd. The PFS benefit of D-Rd vs Rd was observed in all
prespecified subgroups, except for patients with impaired hepatic function. Adding DARA to Rd

continued to result in deeper responses with higher rates of >CR and >very good partial



response (VGPR; Tab/e). Median duration of response among responders was NR with D-Rd vs
40.7 months with Rd. Median PFS2 was NR vs 47.3 months with D-Rd vs Rd, respectively (HR,
0.69; 95% Cl, 0.53-0.91; P=0.0079); follow up is ongoing. 143 (39%) vs 233 (64%) patients with
D-Rd vs Rd, respectively, have discontinued treatment. 85 (23%) patients with D-Rd vs 103 (28%)

patients with Rd have discontinued the study due to death.

Grade 3/4 treatment-emergent adverse events (TEAEs; D-Rd/Rd) occurring in >10% of patients
were neutropenia (51%/35%), lymphopenia (15%/11%), pneumonia (15%/9%), anemia (14%/21%),
leukopenia (11%/6%), and hypokalemia (10%/10%); grade 3/4 infection rates were 36%/27%. The
most common serious TEAE was pneumonia (14%/9%). 9% of patients in the D-Rd arm and 18% of

patients in the Rd arm discontinued treatment due to TEAEs.

The complete updated data set will be presented at the meeting with additional efficacy

endpoints, including MRD-negativity rate.

Conclusion:

After longer follow up, the addition of DARA to Rd continues to demonstrate a significant PFS
benefit and improved rates of deeper and more durable responses vs Rd alone in patients with
transplant-ineligible NDMM. The longer follow-up also demonstrated a significant improvement
in PFS2 favoring D-Rd, and no new safety concerns were observed. These results continue to
support the use of D-Rd in the first line of treatment for transplant-ineligible patients with

NDMM.



Figure: Updated progression-free survival with D-Rd and Rd in MAIA.
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Table: Updated Overall Responses With D-Rd and Rd in MAIA

D-Rd Rd
n (%) (N = 368) (N = 369) P-value
ORR 342 (93) 301 (82) <0.0001
Stringent CR 120 (33) 51 (14) <0.0001
CR 62 (17) 49 (13) =
VGPR 113 (31) 103 (28) =
Partial response 47 (13) 98 (27) -
>VGPR 295 (80) 203 (55) <0.0001
>CR 182 (49) 100 (27) <0.0001

D-Rd, daratumumab, lenalidomide, and dexamethasone; Rd, lenalidomide and dexamethasone;
PFS, progression-free survival; NR, not reached; HR, hazard ratio; Cl, confidence interval;
ORR, overall response rate; CR, complete response; VGPR, very good partial response.



