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Background.  Although  Multiple  myeloma  (MM)  has  been
known as an incurable disease for many decades, recent ad-
vances have extended the survival of MM patients, resulting
in a cure among a significant proportion. Currently, it is not
yet known which patients are able to survive long enough to
consider the possibility of a cure. In order to identify patient
subgroups that may have extremely favorable outcomes, an
analytical  approach  that  requires  continuous  and  stan-
dardized  follow-up  is  essential.  Our  dual-center  database
that dates to 2002 including 1554 newly diagnosed myeloma
patients, is an ideal model for such an evaluation of trends
in myeloma diagnostics and treatment outcomes.
Patients and Methods.  We performed a retrospective du-
al-center analysis among newly diagnosed MM patients who
were  diagnosed  before  2010  and  had  received  autologous
stem  cell  transplantation  within  our  database  of  1554
consecutive NDMM patients. 110 patients meeting these cri-
teria  were  stratified  by  overall  survival  (OS):  0–5  years
(Group  1,  n=43),  5–10  years  (Group  2,  n=27),  and  10–15
years  (Group 3,  n=40).  Baseline  characteristics,  treatment
strategies, depth of response, first progression-free survival
(PFS-1),  and  available  MRD  data  are  compared.  Mainte-
nance  treatment  was  not  approved  until  2018  in  Turkiye
post-ASCT patients.
Results.  Baseline  disease  characteristics,  including  R-ISS
stage,  high-risk  cytogenetics  but  excluding ISS,  and treat-

ment protocols, were similar across survival groups. In con-
trast,  outcome-related  parameters  clearly  distinguished
long-term  survivors.  The  frequency  of  ISS-I  was  highest
among 10–15-year survivors. Complete response after induc-
tion was significantly  more frequent in  Group 3 compared
with Group 2 (25.0% vs 3.7%, p=0.021; overall p=0.041). As
expected,  median PFS-1 increased markedly across groups
(24.3 vs 43.2 vs 77.5 months;  overall  p<0.001).  MRD data
were available for 37 patients, of whom 14 (37.8%) achieved
MRD negativity at least once during follow-up. Among sur-
viving patients with available MRD data (n=21), 10 (47.6%)
achieved  MRD  negativity,  and  MRD  negativity  showed  a
non-significant  trend  toward  enrichment  among  long-term
survivors.  Notably,  a subset of  patients achieved sustained
remission off therapy, predominantly within Group 3.
Conclusions. These data provide compelling real-world evi-
dence that  a  functional  cure is  not  accidental  but  identifi-
able and achievable in MM. Long-term survival is primarily
driven by ISS-I at diagnosis, both the depth and duration of
first remission, pointing to the importance of drug sensitivi-
ty and an effective combination. Importantly, MRD negativi-
ty—although available in a limited subset—emerges as a bio-
logical  hallmark  of  durable  disease  control  and,  together
with sustained treatment-free remission,  identifies approxi-
mately 9% of our patients in whom multiple myeloma may
transition from a relapsing malignancy to a potentially cur-
able condition.
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