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EVIDENCE SUPPORTING BORTEZOMIB–LENALIDOMIDE–DEXAMETHASONE AS A
PREFERRED REGIMEN WITHOUT ANTI-CD38 ANTIBODIES
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Background. Multiple myeloma presents considerable varia-
bility in patient fitness and treatment eligibility, making re-
al-world  data  crucial  for  understanding  outcomes  outside
clinical trial settings. This retrospective nationwide study ex-
amined  the  effectiveness  of  bortezomib-based  triplet  regi-
mens in transplant-ineligible newly diagnosed patients treat-
ed across the Czech Republic from 2007 to 2024. Through-
out this period, therapeutic practice shifted in response to
changing reimbursement policies, evolving dosing approach-
es and the broader availability of modern regimen options.
Methods.  A  total  of  2281  patients  were  evaluated  across
four  regimens:  VMP,  CVD,  VTD  and  VRD.  Data  were  ob-
tained  from  the  national  RMG  database.  Treatment  expo-
sure, response rates, progression-free survival, overall survi-
val and toxicity were assessed using IMWG criteria and stan-
dard  statistical  methods,  including Kaplan-Meier  estimates
and log-rank testing. Subgroup analyses were performed for
elderly patients, those with renal insufficiency, poor perfor-
mance status and high-risk cytogenetic abnormalities.
Results.  VRD  demonstrated  the  highest  overall  response

rate  (90.4%),  the  highest  proportion  of  VGPR  or  better
(66.7%) and the longest progression-free (27.7 months) and
overall survival (43.0 months). Outcomes for VTD, CVD and
VMP were inferior, though differences narrowed in patients
over 75 years,  with renal impairment or poor performance
status. Toxicity-driven discontinuation was most frequent in
VRD, accompanied by high rates of lenalidomide dose reduc-
tions and severe infections. VMP had the longest exposure
to bortezomib due to historical reimbursement rules. In dou-
ble-hit  cytogenetics,  VRD  and  VMP  achieved  relatively
longer survival, although numbers were small.
Conclusions. VRD was the most effective regimen for trans-
plant-ineligible  newly  diagnosed patients  in  the  period be-
fore anti-CD38 therapy became available. However, toxicity
and  frailty  significantly  influenced  treatment  duration  and
outcomes, highlighting the need for individualized therapeu-
tic decisions in older or comorbid patients. Long-term real-
-world data provide essential insights into effectiveness, tol-
erability and treatment patterns in routine clinical practice
and help  guide  optimal  first-line  management,  particularly
for populations underrepresented in clinical trials.
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