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Multiple Myeloma (MM) occurs commonly among older adults and the median age at diagnosis is 70 years old. While

modern MM therapeutic agents have increased overall survival (OS), the prognosis of elderly patients (pts) (defined as age
>75 yo) has been trailing behind younger pts (age <65 yo). This gap has been ascribed to frailty. However, it is unknown if
older MM pts have different disease biology compared with younger pts. The MMRF CoMMpass study is a longitudinal

Skip to Main @¥ateational, multicentric prospective study of 1143 pts with newly diagnosed MM. We interrogated this dataset to describe
the disease characteristics and to identify prognostic factors for OS amongst pts.
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The MMRF CoMMpass IA19 dataset was used for all analyses. Pts were followed for a minimum of 8 years after diagnosis.
One hundred forty-six patients were > 75 yo, referred to as the elderly patient group (EPG), (12.8% of the cohort). Patient
and disease characteristics are described in Table 1. Overall, 59% are male, and 41% are female; 79.5% were white, and
18.5% were black. At presentation, 63% of pts have anemia, 15.1% have hypercalcemia, and 9.6% have renal insufficiency
(defined as Cr>2mg/dL). The EPG more commonly presented with advanced staging (ISS Ill: 46.6% vs. 22.9%, p<0.001),
anemia (63.0% vs. 52.6%, p<0.001), lower performance status (ECOG 22: 26% vs. 8.9% (p<0.001) compared to the <65 yo

group.

Regarding treatment, the EPG are more likely to receive only Pl-based first-line treatment (45.2%), followed by P1/IMIDs-
based combined therapy (36.3%). Only 10 elderly pts (6.9%) underwent high-dose melphalan and autologous stem cell
transplant (ASCT). In terms of best overall response to any line of therapy, the EPG is much less likely to achieve deep
responses (sCR or better: 22.2 vs. 3.5%, p < 0.001) and had worse OS compared to the <65 and 65-75 yo groups (47
months vs. NR vs. 80 months, respectively). The cause of death in the three age groups (disease progression vs. others
was not statistically different, p=0.278). Notably, elderly pts who received triplet therapy versus double therapy at diagnosis

f— have improved clinical outcomes with deeper responses (= sCR of 22.2 vs. 3.5%, p < 0.001) and increased median OS (47.6
months vs. 20.3 months, p < 0.001). We performed Cox regression analysis to evaluate prognostic factors for OS (Figure 1).
Triplet therapy in the first line is associated with better OS (p=0.004). Conversely, decreased performance status (ECOG >1)
and advanced ISS stage at presentation portend a worse prognosis (p=0.049 and p=0.044, respectively).

Noteworthy, there is a higher attrition rate (defined as death or lost to follow-up) in the EPG. The attrition rate was 50.7%
after first-line therapy, compared to 34.0% and 33.3% for the under 65 and 65-75 age groups, respectively (p<0.001). The
attrition rate for elderly pts remained significantly higher after second and third-line therapies (p<0.001 and p=0.004,
respectively).

We analyzed if the clinical characteristics of the EPG differ based on race. We found that non- white patients were more
likely to present with advanced stage (p=0.039) and target organ damage: anemia, p<0.001), hypercalcemia (p=0.046), and
renal insufficiency (p<0.001). We did not find other differences in clinical characteristics, treatment received, attrition rates,
and overall survival.
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In conclusion, our study adds to the knowledge that elderly pts are more likely to present with advanced disease and

diminished functional status. They are less likely to receive combined PI/IMIDs therapy and ASCT as first-line treatment
and to obtain deeper treatment responses. Moreover, our data showed high attrition rates in this population. These factors
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could result in the shorter overall survival seen in the elderly population and underscore the importance of prompt
initiation of effective and safe therapies in the elderly population. Further clinical studies are needed to characterize
disease heterogeneity better and to identify interventions to improve clinical outcomes of older adults with myeloma.

Disclosures

Stadtmauer:/anssen: Consultancy; BMS: Consultancy; Abbvie: Consultancy, Research Funding; Amgen: Consultancy;
genmab: Consultancy.

Figure 1

T L b o o el i, e e e

Figues L. Cas regreion snalyii thesiag grogravis decters of 05 o sldarky MM priteesy

oot e i By e bt =
o ] g

e P

i p—
N ] e
A e L]
A v ]

e o

vy P Grden g g At b i
B k] M st s 88

A tovot piot wtowrng Fun rrtetn of Eulivarsite segrensn ardlyes of cincal vanaties and preany ekt sl
CE5 ey A paiondy, Haarard Fafion: (M) wwey denad from mulivarats Cox ssgression modely w8 B5%
Conidancs miercl (L7 e thows o fareteas Fovilum <) 06 wore staindeslly ngrdieatt



https://ashpublications.org/view-large/figure/12022084/fx1-3766fig01.jpg
https://ashpublications.org/DownloadFile/DownloadImage.aspx?image=https://ash.silverchair-cdn.com/ash/content_public/journal/blood/142/supplement%201/10.1182_blood-2023-174314/4/fx1-3766fig01.jpeg?Expires=1714923538&Signature=PoZ1HbYM8Xp2tuFpyh56l00iBFlL66JdJ0TNXUh6Cq-Y0S9nPjZkgwDVwTVTX0CzxaUj0XC6CcfBPjcxhkl-aVTspPXmYq26hTCRQ5LFM1QvO~rRXGmCQbcRDYUWl1x9EIqt-YAeMEFSRoaEZGtGj~yvdUtgfAsp3qRdXWMd1Yv40-tfbEl2O2DwdrwKJRJiCFJscaU~LtYbfp0NvCLT6cEKrkUNkS54jOrXOWWFt7kYaOKrgV3gkCjP~7DGo5zwCYz4X0BEcdSVs1-2OMcmDdhFXvUJTmUbikvOzEXGB7JrCv3FK0UJvRiP6GyGx61ZVg80cydUXyQM2T~RJn2wgg__&Key-Pair-Id=APKAIE5G5CRDK6RD3PGA&sec=12022084&ar=503111&xsltPath=~/UI/app/XSLT&imagename=&siteId=1000001
https://linkinghub.elsevier.com/retrieve/doi/10.1182/blood-2023-174314



