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EVOLVING OUTCOMES IN MULTIPLE MYELOMA REAL-WORLD PRACTICE: 30-
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In  the  last  two  decades  therapeutic  armamentarium  for
treatment of multiple myeloma (MM) is increased both with
the introduction of novel drugs and combinations and by in-
troducing  consolidation  and  maintenance  therapy.  Life  ex-
pectancy and outcomes of MM patients has remarkably im-
proved.  Particularly,  maintenance  therapy,  either  such  as
continuous upfront therapy in transplant ineligible patients
or after an induction intensified therapy, has demonstrated
to have a pivotal role in improving patient survival either up-
front or at relapse. Moreover, the efficacy of new therapies
induced a decrease in relapse and refractory (RR) patient-
s�We investigated patient characteristics and treatment du-
rations in our center between January 2005 and September
2025. A total of 1052 patients were evaluated. The majority
of  patients  were  managed  in  a  real-world  setting,  outside
the context of controlled clinical trials. Patients were divid-
ed into two cohorts according to the year of diagnosis,  re-
flecting  distinct  therapeutic  eras.  Group  A:  patients  diag-
nosed  and  treated  between  2005  and  2015;  group  B:  pa-
tients diagnosed and treated between 2016 and 2025. Over-
all  survival (OS) was calculated from diagnosis to death or
last contact. Time to next treatment (TTNT) was defined as
the time from initiating treatment to initiating the next line
of  therapy.  A total  of  1052 patients were included:  446 in
group A and 546 in group B. Baseline characteristics are re-
ported in  Table 1.  Median age at  diagnosis  was 65 years,
with 52% of patients aged >65; 54% were male. Cytogenet-
ic  data  by  FISH  were  available  for  497  patients,  with
greater availability in the later era. Patients received a me-
dian of two lines of therapy (range 1–3); approximately 25%

were triple-exposed and 5% penta-exposed. Overall, 22% of
patients were enrolled in clinical trials. After a median fol-
low-up of 107 months (95% CI: 98–243), median OS for the
entire cohort was 65 months (95% CI: 58–69). Considering
patients <65 years, median OS was superior in group B com-
pared to group A (not reached vs 75 months, p<0.001). Au-
tologous stem cell transplantation (ASCT) was performed in
338 patients, 43% of whom received tandem ASCT. Patients
who underwent ASCT showed a significantly longer overall
survival compared with those who did not receive ASCT in
both groups (group A: 95 vs 49 months, p<0.001; group B:
not reached vs 41 months, p<0.001).Clinical trial participa-
tion conferred an OS benefit across both cohorts (group: A
50 vs 80 months,  p<0.001;  group:  B 63 vs 107 months,  p
<0.001). In RRMM, TTNT progressively shortened with ad-
vancing lines of therapy, reaching a median of 4 months af-
ter  third-line  treatment.  Beyond the eighth line,  TTNT ap-
peared  to  stabilize,  likely  reflecting  the  impact  of  novel
drugs. Sixteen patients received bispecific antibodies across
multiple  lines  (second to  tenth);  in  this  subgroup,  median
progression-free survival was not reached. In the ninth line,
TTNT increased from 4 months in the overall population to
11 months in bispecific-treated patients, suggesting a mean-
ingful clinical benefit despite small sample size and limited
statistical power. This 30-year single-center real-world analy-
sis highlights the continuous improvement in MM outcomes
driven by therapeutic innovation. The sequential integration
of IMiDs, proteasome inhibitors, monoclonal antibodies, cel-
lular therapies, and bispecific antibodies has reshaped treat-
ment strategies and survival expectations in routine clinical
practice.
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