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Phase 3 AQUILA Study of Daratumumab Monotherapy Versus

Active Monitoring in Patients With High-Risk Smoldering
Multiple Myeloma

Meletios A Dimopoulos', Peter M Voorhees?, Fredrik Schjesvold?, Introduction * Eligible patients were =18 years of age with a diagnosis of high-risk SMM per the study eligibility
Yael C Cohen?, Vania Hungria®, Irwindeep Sandhu®, Jindriska Lindsay’, criteria shown in Figure 1; all patients were required to have thorough imaging during screening
Ross | Baker8, Kenshi Suzuki®, Hiroshi Kosugi®, Mark-David Levin", to exclude individuals with active MM, which was also confirmed by an independent review

Meral Beksac™, Keith Stockerl-Goldstein', Albert Oriol**, Gabor Mikala®, committee (IRC) via a central read of the imaging

* Smoldering multiple myeloma (SMM) is an asymptomatic precursor disease of multiple myeloma (MM)
and includes a subset of patients who are at high risk of progressing to MM and developing
end-organ damage'

Gonzalo Garate™, Koen Theunissen”, lvan Spicka'®, Anne K Mylin®, . L . . ) . * Patients were randomized 1:1 to active monitoring or subcutaneous DARA monotherapy in 28-day
Sara Bringhen®, Katarina Uttervall?, Bartosz Pula?, Eva Medvedova®, - -Cyr-re.ntly, the stgndard of care fpr patients with high-risk SMM is observation, with treatment cycles until 39 cycles, 36 months, or disease progression, whichever came first

Andrew J Cowan?*, Philippe Moreau??, Maria-Victoria Mateos, initiation at the time of progression to MM* * The primary endpoint was PFS, defined as the duration from randomization to initial documented
Hartmut Goldschmidt?’, Tahamtan Ahmadi??, Linlin .Sha29,. — However, therapeutic intervention .bgfore MM diagngsis, and especially b.efore occurrence of prog?essior): to aztive MM, per iRC assessment according to International Myeloma Working Group
Annelore Cortoos®, Eva G Katz®', Els Rousseau®?, Liang Li?°, end-organ damage, could be beneficial for these patients to delay or avoid end-organ damage and SLiM-CRAB diagnostic criteria for MM, or death

Robyn M Dennis®, Robin Carson®, S Vincent Rajkumar3* progression to MM'3 ’

Figure 1: Study design

Screening Treatment/active monitoring phase Follow-up phase

* Daratumumab (DARA), a human IgGk monoclonal antibody targeting CD38, demonstrated clinical
activity and was well tolerated in the phase 2 CENTAURUS study of patients with intermediate- and

Key eligibility criteria: Primary endpoint

National and Kapodistrian University of Athens, Alexandra General Hospital, Athens, Greece; hlgh-rlsk SM M4 DARA monotherapy
I . . o - ) + >18 years of age = : * PFS by IRC per IMWG
Levine Cancer Institute, Atrium Health Wake Forest University School of Medicine, Charlotte, NC, USA; o . . . . . . . 8 1,800 mg SC® QW Cycles 1-2 « Efficacy follow-up SLiM-CRAB criteria®
30slo Myeloma Center, Department of Hematology, Oslo University Hospital, Oslo, Norway; *Tel Aviv Sourasky - Add|t|0na"y, DARA combination regimens demonstrated Slgnlflcant Improvements in . Conﬁil[nrr\}sgSMM _diagnOSiS ™ QW Cycleg 3-6, QAW '{hereaftér in until progression
(Ichilov) Medical Center and Tel Aviv University, Tel Aviv, Israel; “Clinica Medica Sao Germano, Sao Paulo, Brazil progression-free survival (PFS), overall survival (OS), and minimal residual disease negativity (per ElfelEiiensoiea 15 28-day cycles until 39 cycles/36 months* S Key secondary
6Cross Cancer Institute, University of Alberta, Edmonton, AB, Canada; "Kent and Canterbury Hospital, Kent, UK; . I oh 3 t d. . t. t th M M5_9 + ECOGPSscoreof Oor1i ‘E [ EiEEE] endpoints
8Perth Blood Institute, Murdoch University, Perth, Australia; °Japanese Red Cross Medical Center, Tokyo, Japan; In several phase 5 studies In patients wi « Clonal BMPCs =10% and -‘9_, » ORR
°Ogaki Municipal Hospital, Ogaki, Japan; "Albert Schweitzer Hospital, Dordrecht, The Netherlands; ° H H =1 of the following risk factors: _g « Time to first-line
2Ankara University, Ankara, Turkey; ®*Washington University School of Medicine, St. Louis, MO, USA; Here we report the efflcacy and Safety outcomes from the pha,se 3 AQUILA StUdy, W!“Ch evaluat.ed - Serum M-protein 23 g/dL g Active monitoring » Survival follow-up treatment for MM
“Institut Catala d’Oncologia and Institut Josep Carreras, Hospital Germans Trias i Pujol, Barcelona, Spain; whether treatment with DARA monothera Py could delay or avoid progression to MM in a well-defined ST g every 6 months « PES on first-line
5South-Pest Central Hospital, National Institute for Hematology and Infectious Diseases, Budapest, Hungary; population with hlgh-rISk SMM -9 . . (i . \[e] diseas'e-specific treatment, until end of study treatment for MM
®Hospital Aleman, Buenos Aires, Argentina; "Jessa Hospital, Hasselt, Belgium; ®Charles University and General - Immunoparesis with reduction = with AE monitoring up to 36 months* - 0S
Hospital, Prague, Czech Republic; ®Rigshospitalet, University of Copenhagen, Copenhagen, Denmark; of 2 uninvolved Ig isotypes
298D Clinical Trials in Oncol-ematologia e Mieloma Multiplo, AOU Citta della Salute e della Scienza di Torino, M eth (0] d S - Serum involved:uninvolved " " . . .
Torino, Italy; #Medical Unit Hematology, Karolinska University Hospital, Stockholm, Sweden; #Institute of FLC ratio 28 and <100 *Or confirmed disease progression, whichever occurred first.
Hematology and Transfusion Medicine, Warszawa, Poland; 2?Knight Cancer Institute, Oregon Health & Science H - Clonal BMPCs >50% to <60% " "
University, Portland, OR, USA; 2*University of Washington and Fred Hutchinson Cancer Center, Seattle, WA, USA; StUdy deSIg n S T D evaluat!on schedule
25University Hospital Hotel-Dieu, Nantes, France; 26University Hospital of Salamanca/IBSAL/Cancer Research ° AQU ILA (ClinicalTria'S.gov |dentiﬁer: NCT03301220) was a randomized’ Open—label, mUIticenter, All patients were required to have nu::]:?)grlg? ﬁgk ° tral?i?g?;:;seef?gafesgi(Er\:ery 12 weeks by central laboratory
Center-IBMCC (USAL-CSIC), Salamanca, Spain; ?GMMG Study Group at University Hospital Heidelberg, Internal h 3 stud . th ££i d fet f DARA tandard-of ti itori CT/PET-CT and MRI imaging factors® for | . CT/FF)’E'? CT. MR - Yearl tral revi
. . ) - -of- : : : . ging ( _ ) -
Medicine V, Heidelberg, Germany; 22Genmab US Inc., Plainshoro, NJ, USA; 22Johnson & Johnson, Shanghai, China; phase S study comparing € erricacy and sarety o vVersus standard-ot-care active monitoring during screening progression to I;na in At 2ear y (central review)
30 Johnson & Johnson, Horsham, PA, USA; 3'Johnson & Johnson, Raritan, NJ, USA; 32Johnson & Johnson, Beerse, in adults with hlgh—l’lsk SMM (Flgure 1) MM (<3 vs 23) Bone marrow — At least every 2 years

Belgium; **Johnson & Johnson, Spring House, PA, USA; 3*Mayo Clinic, Rochester, MN, USA

SMM, smoldering multiple myeloma; IMWG, International Myeloma Working Group; ECOG PS, Eastern Cooperative Oncology Group performance status; BMPC, bone marrow plasma cell; FLC, free light chain; CT, computed tomography; PET, positron emission tomography; MRI, magnetic resonance imaging;
MM, multiple myeloma; DARA, daratumumab; SC, subcutaneous; QW, weekly; Q2W, every 2 weeks; Q4W, every 4 weeks; AE, adverse event; PFS, ion-free survival; IRC, i review ittee; ORR, overall response rate; OS, overall survival,

*Risk factors for izati ification included i i FLC ratio 28 (yes vs no), serum M-protein 23 g/dL (yes vs no), IgA SMM (yes vs no), immunoparesis (reduction of 2 uninvolved immunoglobulins vs other), or clonal BMPCs (>50% to <60% vs <50%).

“DARA 1800 mg co with inant human idase PH20 (2,000 U/mL; ENHANZE® drug delivery technology; Halozyme, Inc.).

“Patients were required to have 21 of the MM-defining events for diagnosis of SLiM-CRAB progression to MM. Modified SLiM criteria include (1) 260% clonal BVPCs; (2) involved:uninvolved serum FLC ratio 100, involving light chain 100 mg/L, and difference of involved ~ uninvolved light chain =25% from the lowest
value (nadir); and (3) >1 focal lesion on MRI studies. CRAB criteria include (1) serum calcium >0.25 mmol/L (>1 mg/dlL) higher than the upper limit of normal of >2.75 mmol/L (>11 mg/dL); (2) creatinine clearance <40 mL/min or serum creatinine >177 pmol/L (>2 mg/dL); (3) hemoglobin value >2 g/dL below the lower limit of
normal or a hemoglobin value <10 g/dL; and (4) =1 osteolytic lesion on skeletal radiography, CT, or PET-CT.

Key Takeaway Results Safety and tolerability

Fi 4: PFS in patients with high-risk SMM the M 2018 criteria®
. 'gure N patients with high-ris per the Viayo critenia e Overall, no new safety concerns were identified in patients who received DARA
Patients (Table 2)
* In total, 390 patients were randomized to receive DARA (n =194) or

active monitoring (n = 196)

DARA treatment was associated with a higher frequency of grade 3/4
treatment-emergent AEs (TEAEs), with hypertension being the most frequently

DARA reported (5.7% vs 4.6% with active monitoring)
Median: not reached

Demographic and baseline disease characteristics were generally well balanced

between groups (Table 1) Although the frequency of serious TEAEs was also higher in the DARA group,

the rate of discontinuation of DARA due to TEAEs was low (5.7%)

Grade 3/4 infections were typically of short duration, and the majority of
infections resolved or recovered

The median (range) duration of DARA treatment was 38 (1-39) cycles,
which equated to 35.0 (0-36.1) months; patients remained on active

ReSUH:S from the phase 3 AQUILA monitoring for 25.9 (0.1-36.0) months

The rate of discontinuation of treatment/monitoring was lower with

Study Strongly Support early DARA (34.2%) versus active monitoring (59.2%)

. . . — The most frequent reasons for discontinuation of DARA and active Systemic infusion-related reactions were reported in 32 (16.6%) patients in the
Inte rve ntlo n W Ith Su b C uta n eo US monitoring, respectively, were pI‘OgreSSive disease (218% VS 418%), HR. 0.36 DARA group, including 2 (1'0%) with grade 3/4 reactions; local injection_site

. adverse events (AEs; 6.7% vs 0.5%), and patient refusal of further 95% Cl, 0.23-0.58 reactions were reported in 53 (27.5%) patients, all of which were grade 1/2
DARA monOthel‘a py fOI‘ a fIXGd treatment/monitoring (2.6% vs 11.2%) 0 ( T T T ) T T T T T T T T ] in severity ’
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d u rati on i n p d ti en tS With h ig h = I‘iS k Table 1: Baseline demographic and disease characteristics Months

No. at risk

A q ITT population
SMM, representing an opportunity to (ITT population) I T - T T T A _ ST
de|ay or avoid end-o rgan damage and (anfg% Act"’(ﬁ :‘:’gg)”'“g P st ook S rng it o OATA st O conoerh 1, 3t S s s o Event, n (%) (n=193) (n=196)
)

Active monitoring The frequency of second primary malignancies was similar for the
Median: 22.1 months DARA (n =18 [9.3%]) and active monitoring (n = 20 [10.2%]) groups

% surviving without progression

Table 2: Safety overview

e Median duration of AE reporting, 35 26

progression to MM while preserving Median age (range), years 630 (3186) 0453659 Response rates monthe

Female, n (%) 99 (51.0) 103 (52.6) Any grade TEAEs 187 (96.9) 162 (82.7)

ua Iit Of Iife an d exte N d i N Su I‘ViV a I E p % * Overall response rate (partial response or better) was 63.4% with DARA versus
q y 9 COG PS score, n (%) 2.0% with active monitoring (odds ratio, 83.80 [95% Cl, 29.69-236.54]; P <0.001) Grade 3/4 TEAEs 78 (40.4) 59 (30.1)

0 165 (85.1 160 (81.6 ion®
(859 (81.6) * Inthe DARA group, 29.9% of patients achieved a very good partial response or Hypertension 161 9(4.6)

1 29 (14.9) 36 (18.4) better and 8.8% achieved a complete response or better Serious TEAEs 56 (29.0) 38 (19.4)
)

6
Median time from diagnosis . Pneumonia® 7(3.6) 1(0.5
of SMM to randomization 0.80 (0-4.7) 0.67 (0-5.0) Subsequent antimyeloma treatment 5

(range), years * As of the primary analysis clinical cutoff, 64 (33.2%) patients in the DARA Grade 5 TEAEs* (10) 4(20)

(]
C o n cl u S | o n s Median BMPCs (range), % 20.0 (8.0-59.5) 20.0 (10.0-55.0) group and 105 (53.6%) in the active monitoring group had initiated subsequent Treatment discontinuations due 11(5.7)
treatment for MM to a TEAE® )
Type of SMM, n (%) et et "
S pre— r—— — Bortezomib/lenalidomide/dexamethasone was the most commonly initiated Dose modifications due to a TEAE 90 (46.6)
9 (65.5) (r0-4) first-line treatment for MM, received by 19/64 (29.7%) patients in the DARA Cytopenias (all grades) 23 (11.9)
IgA 55 (28.4) 42 (21.4) group and 29/105 (27.6%) in the active monitoring group
Other 12 (6.2) 16 (8.2) Anti-CD38 antibody—based therapy was received as subsequent treatment Anemia 947
AQUILA risk factors for progression to MM, n (%)* for MM by 16/64 (25.0%) patients in the DARA group and 35/105 (33.3%) in ¥
i L Thrombocytopenia )
g 154 (19.4) 156 (79.6) the active monitoring group

4 (241
. N - o Lymphopenia 3(1.6)
- 20(206) 20 (204) The median time to initiation of subsequent first-line treatment for MM was not o

1 hed for the DARA 2 hs for th i itori i i
Treatment W|th DARA monothera py Cytogenatic riek profile e — reached for the group versus 50.2 months for the active monitoring group Grade 3/4 infections 16.1)

(HR, 0.46[95% Cl, 0.33-0.62]; Figure 5) Number of grade 3/4 infections 37

for 36 months led to a StatiStiCa"y =1 of del(17p), t(4;14), and/or 29 (17.4) 22 (12.9) Recovered or resolved 35 (94.6)

t(14;16), n (%) Figure 5: Time to subsequent first-line treatment for MM

Significant 51% I’edUCtiOI’] in the I"iSk Of Mayo 2018 risk criteria, n (%)° 1007 WR. 0.46 (95% CI, 0.33-0.62) Median duration of infection, days 9
0 . T T ) COVID-19 TEAEs 17 (8.8) 10 (5.1)
disease progression or death compared Low 10232 34073

Intermediate 77 (397) 76 (388) Serious COVID-19 TEAEs 5 (26) 1 (05)

ith acti itori 0.49
with active monitoring (HR 4 i i itori Deaths due to COVID-19 2(1.0 0
g ) ) High 72 (37.1) 86 (43.9) Active monitoring (10)
ian: DARA, daratumumab; AE, adverse event; TEAE, treatment-emergent adverse event; MM, multiple myeloma.
(o) o < ITT, intent-to-treat; DARA, daratumumab; ECOG PS, Eastern Cooperative Oncology Group performance status; SMM, smoldering multiple myeloma; BMPC, bone marrow plasma cell; Median: 50.2 months
(o) — MM, multiple myeloma; FLC, free light chain.
9 o . 9 . “Risk factors: serum M-protein 23 g/dL, IgA SMM, immunoparesis with reduction of 2 uninvolved immunoglobulin isotypes, serum involved:uninvolved FLC ratio =8 and <100, or clonal BMPCs >50%

“TEAEs include all AEs that occurred during the 36-month treatment or monitoring phase or for 30 days after discontinuation of DARA or active monitoring, or until the start of subsequent
to <60% with measurable disease.

treatment for MM.
“Cytogenetic risk was assessed by fluorescence in situ hybridization.

Neutropenia 13 (6.7)

"Grade 3/4 TEAES in 25% of patients in either group.
“Patients were retrospectively categorized according to the Mayo 2018 risk criteria™: serum M-protein >2 g/dL, involved:uninvolved FLC ratio >20, and clonal BMPCs >20%. Patients with

“Serious TEAES in 22% of patients in either group.
“Grade 5 TEAES included COVID-19 infection and COVID-19 pneumonia in the DARA group and pulmonary edema, cardiac arrest, pulmonary embolism, and cardiac failure in the active
0 factors = low risk, 1 factor = intermediate risk, 2 factors = high risk.

monitoring group.
“The most frequently reported TEAEs leading to DARA discontinuation were fatigue, dyspnea, and anxiety (n = 2 each).
‘Dose modifications included dose delays within a cycle, cycle delays, and skipped doses.
e After a median follow-up of 65.2 months, there was a 51% reduction in the risk
of disease progression or death in patients who received DARA versus active
monitoring (hazard ratio [HR], 0.49 [95% confidence interval (Cl), 0.36-0.67];
P <0.001; Figure 2)

The mOSt n0tab|e PFS benef|t was SLiM criteria—based progression to MM™ was observed in 25.8% (n = 50/194) rTrrrrr 11711111 T T T 111711
of patients in the DARA group and 33.2% (n = 65/196) in the active monitoring 0369121518 21242730333639424548 5154 5760636669727578

. . . Figure 8: Patient-reported quality of life®
seen in pat|e ntS ret FOSpeCtIV6|y group (elevation of clonal bone marrow plasma cells [2.6%; 8.2%], abnormal Months 9 P q y

No. at risk

serum free light chain ratio [17.0%; 16.8%], or the presence of >1focal lesion DARA 194190 19 187 186 174 184 162 161 160 155 162 14D 0 157 106 151 126 12220 18 81 88 28 8 1 O A. EORTC QLQ-C30 global health status scores

identified aS high riSk per the Mayo [6.2%; 8.2%]) Active monitoring 196185 181 171 157 147 135 126 120 113 107 101 96 89 87 85 82 79 74 71 69 49 31 16 4 O
L70; O.27

MM, multiple myeloma; HR, hazard ratio; Cl, confidence interval; DARA, daratumumab.

2 01 8 C rite ri a (H R O 3 6) a |t h O u g h CRAB criteria—based progression to MM™ was observed in 6.2% (n - 12/194) Reproduced from Dimopoulos MA, ot al. N Engl J Med. 2025 with permission © The New England Journal of Medicine (2024).
9 ® 9

of patients in the DARA group and 17.3% (n = 34/196) in the active monitoring PFS on first-line treatment for MM (PFS2) im i
. . . ' . .. ) . C = proved with DARA monotherapy
a b en ef|t was a ISO (0) bSG rve d amon g g{g;p gc;;mum eIevatl.on [0%; 1‘3;/".]’9?;’“ insufficiency [0%; 0%], anemia versus active monitoring (HR, 0.58 [95% Cl, 0.35-0.96]); therefore, early
[1.0%; 7.1%], or bone disease [5.2%; 9.2%]) treatment with DARA did not appear to impair later treatment for MM

patients with low- and intermediate- o (Figure 6)
risk SMM per the Mayo 2018 criteria e

Patient-reported quality of life

DARA * In an expanded assessment of patient-reported outcomes, health-related
Median: not reached quality of life was maintained with DARA across multiple measures and
domains, with similar mean changes from baseline reported at Week 112 for
both groups (Figure 8 and Table 3)

% with subsequent MM treatment
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Figure 6: PFS on first-line treatment for MM (PFS2)? Study visit

No. of patients
DARA 185 174 164 148 n7
Active monitoring 153 138 121 106 62
DARA
Median: not reached
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on first-line MM treatment
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Study visit
No. of patients

DARA 174 166 150
Active monitoring 142 125 105

>
>

% surviving without progression

0
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 o HIR’?‘5I8(I95I/°?"?':’:5?‘9|6)I R S

o st rick Months 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72

DARA 194188 181 179 166 156 149 145 142 139 138 135 129 121 118 114 106102 99 96 90 67 41 17 6 Months
Active monitoring 196 180 175 160 142 131120 111 100 91 87 83 78 71 67 65 60 55 51 50 49 33 19 8 2 No. at risk

PFS, jon-free survival: DARA, HR, hazard ratio; Cl, confidence interval, DARA 194 189 187 186 186 184 179 177 176 176 175 172 166 158 153 150 148 147 142 137 129 95 60 27 7
Reproduced from Dimopoulos MA, et al. N Engl J Med. 2025 with permission © The New England Journal of Medicine (2024). Active monitoring 196 186 184 183 179 172 165 160 159 155 153 150 145 139 135 131 129 127 125 119 112 78 48 24 7

DA RA d emo nstrated a favo ra b I e * The PFS benefit observed with DARA monotherapy versus active monitoring

was also seen across all pre-specified subgroups (Figure 3), including a

Safety p rofile, With a IOW rate (5 .7%) pronounced benefit in patients who were retrospectively identified as o | : : | |

high risk per the Mayo 2018 criteria” (Figure 4) * Early intervention with DARA for a fixed duration (36 months) led to a strong Baseline Week12 Week24 Week 60 Week 112

Of t re at men t d |SC (o) nti hua t|o N d ue positive trend toward prolonged OS (HR, 0.52 [95% Cl, 0.27-0.98]; Figure 7) Study visit

No. of patients

Figure 3: PFS in subgroups — A total of 41 deaths were observed, including 15 in the DARA group and T oARA 185 173 166 148 i
tO T EA ES Disease progression or death 26 in the active monitoring group; key reasons included disease progression Active monitoring 157 14 = 108 65

Active _ _ _ _ EORTC QLQ-C30, European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire~Core 30; LS, least squares; SE, standard error; DARA, daratumumab;
e (n = 3 vsSn= 9) a nd A ES (n =2 vsSn-= 4) EORTC QLQ-MY20, European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire-Multiple Myeloma Module; EQ-5D-5L, EuroQol 5-Dimension 5-Level;
monitoring MM, multiple myeloma.

No. of events/total no. of patients HR (95% CI) “The EORTC QLQ-C30 global health status score is a patient-reported measure of health-related quality of life. The EORTC QLQ-MY20 is a disease-specific module administered alongside
T the EORTC QLQ-C30 in patients with MM. It includes a future perspective scale that assesses patients’ expectations about their future health. Scores are presented on a scale from 0 to 100
Sex after linear transformation from raw scores initially ranging from 1to 4. The EQ-5D-5L is a generic measure of health status that comprises a 5-domain, 5-item questionnaire plus a visual analog

Male 37/95 48/93 0.52 (0.34-0.80) Figure 7: os Islee for rating “health today.” Scores are presen{ed on a scale from 0 to 100, where O represents the worst imaginable health state and 100 represents the best imaginable health state.
Female 30/99 511103 047 (0.30-0.74) ligher scores represent a “better” level of health-related quality of life.

s years 34/106 45/98 0.51(0.32-0.79) 100 93.0% DARA
265 years 33/88 54/98 0.50 (0.32-0.77)

Race s3/161 79162 049(0.34-0.69) Table 3: Change from baseline in key EORTC QLQ-C30 scores at Week 112
Non-White 14/33 20/34 0.57 (0.28-112) 86.9%!

Region I Active 9
Western EU + US 13/48 20/52 0.52 (0.26-1.04) LS mean (956 CI)

. e
o 0 C 0 Other 54/146 79/144 0.49 (0.35-0.69) monitoring change from baseline Active
Patients maintained their health- Wit ' at Week 112 DARA

<65 kg 1/43 26/46 0.31(0.15-0.63) monitoring Interpretation
>65-85 kg 33/96 39/84 0.54 (0.34-0.86)

related quality of life during DARA

Normal 17/54 27/58 0.52(0.28-0.96)

treatment compared with active ek fcors s 0atomn

1

1

1

1

1

1

<3 49/154 77/156 0.49 (0.34-0.70) 1
23 18/40 22/40 0.50 (0.27-0.94) 1
1

1

1

1

1

1

t

e

EQ-5D-5L visual analog scale scores

DARA

Active
monitoring

PFS, progression-free survival; MM, multiple myeloma; PFS2, progression-free survival on first-line treatment for multiple myeloma; DARA, daratumumab; HR, hazard ratio; C1, confidence interval
*Defined as the time from randomization to progression on first-line multiple myeloma treatment or death, whichever occurred first.

from baseline
juswanoidw)

LS mean (+SE) change

A negative change
indicates decreased
physical functioning

-1.6 -2.2

Physical functioning (-3.9100.6) (-51100.7)

% surviving

A positive change
indicates improved
emotional functioning

3.6 14

Emotional functioning (0.7 t0 6.5) (-24105.2)

Ll L]
monitoring 059028145

Intermediate 31/77 35/76 0.70 (0.43-1.14)

High 27/72 54/86 0.36 (0.23-0.58)
Cytogenetic risk at study entry?

Yes 13/29 14/22 0.37(0.17-0.82)

Bglsceline ECOG PS score 39/116 59/118 0.52 (0.35-0.78) HR, 0.52 (95% CI, 0.27-0.98)
0

53/165 80/160 0.44 (0.31-0.63) 0 e T e S i T s ST —T
! 129 19136 . — 095(048790 0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 ] Y 12
0.1 05 10 20 Pain score iy )

ACknOWledgmentS M DARA better  Active monitoring better No. at risk Months
The aythors would like to thank the patient.s wr)o volunteered to participate in.t.his trial, their far.nilies and P, pregressionassuital DARA,drstumumats MR hard i 1, confdnco ntrial E, EropeanUniors US, Ut tatss ECOG S, Eastrn Coperstive Onclogy Group prformance Active moni?g’tm 182 18‘2‘ ‘1%‘1‘ ‘1%? 123 113; ‘gg ‘gg 1133 :?g 123 }gg 12‘5‘ gi 11;; gg gg gi g% }gg }2‘2‘ :gg gg gi 191 Fatigue score 3 -2.4 ~ -0.1 ) .A negative changq
caregivers, and the staff members at the trial sites who cared for them. In addition, they would like to thank the “Norma renalfunction i a glomerular fitration rate 200 mL/min/L73 . (-5.9to1.1) (-4.6to4.4) |indicates reduced fatigue

*Risk factors in AQUILA included serum M-protein 23 g/dlL, IgA SMM, immunoparesis with reduction of 2 uninvolved i in isotypes, serum i i FLC ratio 28 and <100, 05, overall survival: DARA. daratumumabs HR, hazard ratio: Cl. confidence interval.

staff members at the participating sites, members of the independent data and safety monitoring committee, or clonal BMPCs >50% to <60% with measurable disease. Reproduced from Dimopoulos MA, et al. N Engl J Med. 2025 with permission © The New England Journal of Medicine (2024). EORTC QLQ-C30, European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire~Core 30; LS, least squares; CI, confidence interval; DARA, daratumumab.

“Patients were retrospectively categorized according to the Mayo 2018 risk criteria™: serum M-protein >2 g/dL, involved:uninvolved FLC ratio >20, and clonal BMPCs >20%. Patients with All scores are presented on a scale from O to 100 after linear transformation from raw scores initially ranging from 1 to 4.

and representatives of the sponsor who were involved in data collection and analyses. This study was funded by 0 factors = low risk, 1 factor = intermediate rik, =2 factors = high risk.

“Cytogenetic risk was assessed by fluorescence in situ hybridization, where “yes™ = presence of del(17p), t(414), and/or t(14:16) and “no” = testing for these probes but no abnormality.
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