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Frontline high-dose therapy (HDT) is, in 2025, the standard of care for patients with multiple myeloma (MM) who are eligible for
autologous stem cell transplantation (ASCT). Prior to high-dose melphalan, induction therapy with quadruplet combinations is also
proposed systematically when possible. Lenalidomide maintenance until progression is also recommended per international
guidelines. This strategy has been developed over recent decades, based on results of phase 3 trials designed and conducted by
different academic groups. With these therapeutic advances, the median overall survival (OS) for patients with MM has increased
from 5 years in the 1990s, to over 15 years at present. Here, we present the contribution of the French myeloma cooperative group
Intergroupe Francophone du Myélome (IFM) to these advances in the newly diagnosed transplant-eligible (NDTE) setting.
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CONVENTIONAL CHEMOTHERAPY VS ASCT: THE IFM 90 TRIAL
The seminal paper of the French cooperative group was the report on
the IFM 90 study, aimed at comparing conventional chemotherapy
(CO) with ASCT as part of frontline therapy [1]. In the late 1980s, oral
melphalan plus prednisone (MP) was the standard of care (SoC), and
the addition of anthracyclines and/or vincristine to MP did not
significantly increase efficacy [2]. In 1984, the concept of high-dose
melphalan (HDM) was introduced by McElwain and Powles, first in the
relapse setting, but subsequently as frontline therapy [3]. The severe
myelosuppression with HDM alone was counterbalanced by con-
current use of stem cell support, which was evaluated in different
phase 2 trials in Europe and the United States (US) [4]. The efficacy of
frontline HDM and ASCT was highly promising, but prospective phase
3 trials were needed to assess whether ASCT had superior efficacy
over CC. At the time of initiation of the IFM90 trial, the median OS
with CC was 3 years, and there was a true skepticism regarding the
superiority of ASCT regarding OS.

Between 1990 and 1993, 200 patients under the age of 65 years
(median age, 57) with newly diagnosed MM (NDMM) were
prospectively randomized into the IFM 90 study to receive either
conventional therapy (CC) or HDT [1]. The CC arm consisted of the

combination of vincristine, melphalan, cyclophosphamide and
prednisone (VMCP), alternating with vincristine, carmustine, doxor-
ubicin and prednisone (VBAP). Patients in the CC arms received 18
3-week cycles (12 months of treatment). In the HDT arm, patients
were treated with 4-6 alternating cycles of VMCP and VBAP before
receiving HDM (140 mg/m?) and 8 Gy total body irradiation (TBI),
followed by ASCT. The response rate among the patients who
received HDT was 81% (including complete responses [CRs] in 22%
and very good partial responses [VGPRs] in 16%), compared with 57%
(CRs in 5% and VGPRs in 9%) in the group treated with CC (p < 0.001).
The probability of event-free survival (EFS) for five years was 28% in
the HDT group and 10% in the CC group (p =0.01); the estimated
5-year overall survival (OS) rate was 52% in the HDT group and 12% in
the CC group (p = 0.03). Treatment-related mortality was similar in the
two groups. This study was the first to show the superiority of ASCT
compared to CC in terms of response rate, EFS, and OS. These results
were confirmed seven years later by the British Medical Research
Council [5]. Consequently, ASCT became the SoC for frontline therapy,
at least in younger patients (<65 years) with normal renal function,
and remains in 2025 the SoC recommended by international
guidelines [6].
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SINGLE VS TANDEM TRANSPLANT: THE IFM 94-01 TRIAL

Strategies based on further intensification were subsequently
explored with the aim of improving on the results obtained with a
single ASCT. The IFM was the first to conduct a prospective trial, IFM
94-01, comparing single versus tandem HDT [7]. Between October
1994 and March 1997, 399 patients aged <60 years were randomly
assigned at the time of diagnosis to receive one or two ASCTs. In each
group, patients were initially treated with a continuous intravenous
infusion of vincristine and doxorubicin over a 24-h period for four
days, with 40 mg of oral dexamethasone per day on days 1 through 4
(the VAD regimen). Three or four cycles of VAD were administered at
three-week intervals. In the group that received a single transplant,
the preparative regimen was melphalan 140 mg/m? and 8 Gy TBI. In
the group that received a double transplant, patients received the first
transplant after preparation with melphalan alone (140 mg/md).
Before the second ASCT, patients received the same melphalan and
TBI regimen as the single-transplant group. A CR or VGPR was
achieved by 42% and 50% of patients in the single-and double-
transplant groups, respectively (p = 0.10). The probability of surviving
event-free for seven years after the diagnosis was 10% and 20% in the
single- and double-transplant groups, respectively (p=0.03). The
estimated 7-year OS was 21% and 42% in the single- and double-
transplant groups, respectively (p =0.01). Among patients who did
not achieve a VGPR within three months after one transplantation, the
probability of surviving seven years was 11% and 43% in the single-
and double-transplant groups, respectively (p <0.001). Four factors
were significantly related to survival: baseline serum levels of beta2-
microglobulin (32M; p <0.01) and lactate dehydrogenase (p < 0.01),
age (p <0.05), and treatment group (p <0.01). Based on these data,
tandem ASCT became an important option for patients with high
tumor burden at diagnosis and suboptimal response to the first HDT.

THE OPTIMAL CONDITIONING REGIMEN: THE IFM 95-02 TRIAL
The initial clinical results of HDT were obtained with two types of
conditioning regimens prior to ASCT, using either HDM alone or
HDM in combination with TBI. The IFM group prospectively
compared melphalan 140mg/m? plus 8Gy TBI (arm A) and
melphalan 200 mg/m* (Mel200, arm B) in the IFM 95-02 trial [8]. A
total of 282 evaluable patients were enrolled, 140 in arm A and 142
in arm B. Baseline characteristics and disease response to 4 cycles of
the VAD regimen performed before randomization and ASCT were
identical in the two treatment arms. In arm B, hematologic recovery
was significantly faster for both the duration of neutropenia and
thrombocytopenia, transfusion requirements were also significantly
lower, and the median duration of hospitalization was significantly
shorter. In arm A, the incidence of severe mucositis was significantly
increased. The median duration of EFS was similar in both arms
(21 months vs 20.5 months, p = 0.6), but the 45-month survival was
65.8% in arm B, compared with 45.5% in arm A (p=0.05). This
difference might be attributed in part to better salvage regimens
after relapse in arm B, compared with arm A. These data showed that
Mel200 was a less toxic, and at least as effective, conditioning
regimen compared with the melphalan-TBl. As a result, Mel200
became the preferred preparative regimen, and to date, no other
conditioning regimen has demonstrated superiority over Mel200 in
randomized trials [6, 9].

THE FIRST RISK-ADAPTED STRATEGY: THE IFM 99 TRIALS

The IFM examined prognostic factors for progression-free survival
(PFS) and OS in transplant-eligible patients with NDMM treated with
HDT. Thierry Facon reported one of the first prognostic indices for OS
based on two simple baseline parameters: f2M levels and chromo-
some 13 deletion (del13) identified by fluorescence in situ hybridiza-
tion (FISH) [10]. Patients with high 32M and presence of del13 had a
shorter OS, compared to those with neither or only one of these
adverse prognostic features at diagnosis.
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Based on these findings, the IFM designed three prospective trials
using this simple classification. Patients with either O or 1 adverse
factor were included in the IFM 99-02 trial, evaluating the impact of
thalidomide maintenance after ASCT; patients with 2 adverse factors,
considered to be high-risk, were included either in the IFM 99-03
study evaluating the sequence of ASCT followed by reduced intensity
conditioning (RIC) allogeneic SCT (alloSCT) in case of sibling donor, or
in the IFM 99-04 trial, evaluating tandem ASCT, with or without an
anti-interleukin 6 (IL6) antibody, when a human leukocyte antigen
(HLA)-matched sibling was not identified.

In the IFM 99-02 trial, 597 patients with standard-risk MM
(B2M <3 mg/L and/or no del13 by FISH) were randomly assigned
to receive no further treatment (arm A), pamidronate alone (arm
B), or thalidomide plus pamidronate (arm C) 2 months after
tandem ASCT [11]. A CR or VGPR was achieved by 55% of patients
in arm A, 57% in arm B, and 67% in arm C (p = 0.03). The 3-year
post-randomization probability of EFS was 36% in arm A, 37% in
arm B, and 52% in arm C (p < 0.009). The effect of thalidomide on
EFS differed according to the response achieved after double
ASCT. Patients who had =VGPR did not benefit from thalidomide,
while those who failed to achieve =VGPR had a significantly longer
EFS on the thalidomide arm, indicating that thalidomide may
mostly act by further reducing the tumor mass after HDT,
consistent with a consolidation rather than a pure maintenance
effect. The 4-year post-diagnosis probability of survival was 77% in
arm A, 74% in arm B, and 87% in arm C (p <0.04); however,
updated results did not confirm the survival advantage of the
thalidomide-containing arm. Moreover, maintenance treatment
with pamidronate did not decrease the incidence of bone events.
This study was one of four randomized trials testing thalidomide
maintenance, an approach that is currently not used due to its
significant cumulative neurotoxicity, and the availability of
lenalidomide, which is used instead for maintenance.

For high-risk patients (high $2M and del13 positivity), we evaluated
the impact of a murine anti-IL-6 monoclonal antibody, BE-8, as part of
the second conditioning regimen in the multicentre prospective
randomised IFM 99-04 trial of tandem ASCT [12]. Conditioning for the
first ASCT was accomplished with Mel200, and for the second one
with melphalan 220 mg/m? plus dexamethasone, with or without BE-
8 infusion. This trial included 219 patients, of whom 166 were
randomized, 85 without BE-8 (arm A) and 81 with BE-8 (arm B). The
median OS and EFS for patients in arms A and B were 41 and
30 months, respectively. Response rates, OS, and EFS were not
different between the two study arms. The OS at 54 months was 46%
in arm A and 51% in arm B (p = 0.90); median EFS was 35 months in
arm A and 31 in arm B (p =0.39). In high-risk patients who received
the dose intensity of melphalan at 220 mg/m? the results were
encouraging, but the addition of the anti-IL-6 monoclonal antibody to
the second conditioning regimen did not improve OS or EFS [10].

The IFM 99-03 trial evaluated the sequence of ASCT followed by
RIC alloSCT in patients with high-risk NDMM [13]. On an intent-to-
treat (ITT) basis, OS and EFS did not differ significantly between
treatment arms in the IFM 99-03 and IFM 99-04 studies [14]. Our
conclusion was that in patients with high-risk de novo MM, the
combination of ASCT followed by dose-reduced alloSCT was not
superior to tandem dose-intensified, melphalan-based ASCT [14].

LENALIDOMIDE MAINTENANCE AS SOC: THE IFM 2005-02 TRIAL
The IFM 2005-02 trial assessed the efficacy of lenalidomide as
maintenance therapy following ASCT in patients with NDMM, based
on the findings of the IFM 99-02 trial. As mentioned previously, IFM
99-02 demonstrated that although thalidomide maintenance
improved PFS and OS, thalidomide had poor tolerability, necessitating
investigation of alternative options, such as lenalidomide, with a more
favorable safety profile [11].

From July 2006 to August 2008, the IFM 2005-02 trial enrolled 460
patients with a median age of 55 years [15]. Median follow-up was
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45 months at the time of the first report. After induction and ASCT,
participants were randomly assigned to receive either lenalidomide or
a placebo for two cycles of consolidation (25 mg per day, on days
1-21 of 28-day cycles), followed by maintenance therapy (10 mg
per day, increased to 15 mg per day, if tolerated after three months)
until disease progression, death, or unacceptable toxicity. Lenalido-
mide was associated with prolonged PFS across all subgroups, with a
median PFS of 41 months, compared to 23 months in the placebo
group. PFS at the three-year follow-up was 66% in the lenalidomide
group, compared with 39% in the placebo group [15]. Interestingly,
consolidation with lenalidomide prior to maintenance therapy
significantly increased response rates, with 78.5% of patients
achieving VGPR or better, compared to 58.9% in the placebo group.
OS was similar between the two groups at the time of data cutoff.
However, patients receiving lenalidomide experienced a higher
incidence of secondary malignancies (leading to the decision in
january 2011 of using a fixed duration of lenalidomide maintenance
as opposed to the same study run by the CALGB group 100104 which
did continue indefinite lenalidomide [16]), highlighting the need for
stringent long-term monitoring and comprehensive risk assessment.
Nevertheless, the pivotal findings from the IFM 2005-02 study were
essential for obtaining regulatory approval for lenalidomide as a
maintenance therapy. This approval was further supported by the
meta-analysis conducted by McCarthy et al, which compiled data
from 1208 patients across three randomized controlled trials [17].

NOVEL AGENTS TO IMPROVE RESPONSE RATES DURING
INDUCTION PRIOR TO ASCT: THE IFM 2005-01 TRIAL

Until 2005, VAD was the induction regimen most widely used prior to
ASCT and considered the SoC. Bortezomib was approved by the US
Food and Drug Administration (FDA) in 2003 for relapsed/refractory
MM and was immediately evaluated in the upfront setting by the IFM.
The primary objective of incorporating this novel agent as induction
was to increase the response rate and improve long-term outcomes,
but also to reduce the proportion of patients requiring a second ASCT
because of a suboptimal response (<VGPR) to the first ASCT.
Therefore, the IFM designed a prospective study to compare
bortezomib in combination with dexamethasone (VD) for both
efficacy and safety in previously untreated MM patients. In IFM 2005-
01, 482 patients were randomized to VAD (n=121), VAD plus
dexamethasone, cyclophosphamide, etoposide, and cis-platinum
(DCEP) consolidation (n=121), VD (n=121), or VD plus DCEP
(n=119), followed by ASCT [18]. Patients who did not achieve VGPR
underwent a second transplant. The primary endpoints were the
post-induction CR and near CR (nCR) rates. Post-induction CR/nCR,
>VGPR, and overall response rates were significantly higher with VD
than with VAD. The CR/nCR and =VGPR rates were higher regardless
of disease stage or adverse cytogenetic abnormalities, and response
rates were similar in patients who did or did not receive DCEP
consolidation. These superior response rates in the VD induction arms
of the trial translated into better response rates after HDT. Indeed,
after the first ASCT preceded by Mel200, CR/nCR and >VGPR rates
remained significantly higher with VD than with VAD. This improve-
ment also translated into improved PFS (median PFS, 36 months with
VD vs 30 months with VAD) [18]. The OS was not superior in the
bortezomib-dexamethasone arms of the study, due to effective
salvage regimens at the time of relapse. Regarding safety, the
incidence of severe adverse events (AEs) appeared similar between
groups, although hematologic toxicity and AE-related deaths were
more frequent with VAD. Rates of grade 2 (20.5% vs 10.5%) and 3-4
(92% vs 2.5%) peripheral neuropathy during induction through first
transplant were, as expected, significantly higher with the VD
combination. Multivariate analysis showed that International Staging
System (ISS) stages Il and Ill and achievement of response <VGPR
both after induction therapy and after ASCT were adverse prognostic
factors for PFS. The level of response achieved with VD in the IFM
2005-01 trial was therefore considered as of the benchmark for
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induction therapies, and, as a result, bortezomib-dexamethasone
became the backbone of per-ASCT induction therapy against which
other more complex regimens should be compared [18].

TRIPLE COMBINATIONS PRIOR TO ASCT: IFM 2007-02 AND
2013-04 TRIALS
Bortezomib and dexamethasone prior to ASCT became the SoC
following the results of the IFM 2005-01 study [18]. Many cooperative
groups tested the impact of adding a third agent to this combination,
either thalidomide (VTD), cyclophosphamide (VCD), or lenalidomide
(VRD), to further increase the response rate before HDM [19]. The IFM
2007-02 study was designed to compare VD as induction before HDT
and ASCT to a combination of VD plus thalidomide (VTD) in patients
with de novo MM [20]. Overall, a total of 199 patients were
randomized to receive VD or VTD. After 4 cycles, the CR plus VGPR
rate was significantly higher in the VID arm (49% vs 36%, p = 0.05).
After ASCT, the CR plus VGPR rate was significantly higher in the VTD
arm (74% vs 58%, p =0.02) [20]. Our findings, confirmed by other
cooperative groups in Italy and Spain [18, 19], indicated that VTD could
be considered a new effective triplet combination before HDT/ASCT.
Indeed, ten years ago, 3-drug combinations including bortezomib
and dexamethasone plus either an immunomodulatory drug (IMiD;
thalidomide or lenalidomide), cyclophosphamide, or doxorubicin
(PAD) were the SoC prior to ASCT and recommended in the
international guidelines, but very few comparative trials were
available to define the optimal triplet combination [20-26]. Therefore,
the IFM conducted the IFM 2013-04 randomized study to compare
VTD with VCD as induction before HDT and ASCT in patients with
NDMM [27]. Overall, a total of 340 patients were randomized to
receive VTD or VCD. After 4 cycles, on an ITT basis, 66.3% of the
patients in the VID arm achieved =VGPR (primary end point),
compared with 56.2% in the VCD arm (p = 0.05). In addition, the ORR
was significantly higher in the VTD arm (92.3% vs 83.4% in the VCD
arm; p = 0.01). Hematologic toxicity was higher in the VCD arm, with
significantly increased rates of grade 3 and 4 anaemia, thrombocy-
topenia, and neutropenia. On the other hand, the rate of peripheral
neuropathy (PN) was significantly higher in the VTD arm. Except for
hematologic adverse events and PN, other grade 3 or 4 toxicities were
rare, with no significant differences between the VTD and VCD arms.
Our data supported the preferential use of VID, rather than VCD, in
preparation for ASCT [27].

VRD WITH OR WITHOUT ASCT: THE IFM 2009 TRIAL

In 2010, Richardson and colleagues reported the results of a phase
1/2 trial evaluating VRD followed either by ASCT or by
maintenance alone [28]. In a post-hoc landmark analysis from 1
year after treatment initiation among 53 patients who had not
progressed within 1 year, there was no difference in PFS by
receipt/lack of ASCT. This phase 1/2 study raised the issue of the
benefit of ASCT over VRD alone [28].

In the IFM 2009 study, 700 patients with de novo MM were
randomly assigned to receive induction therapy with three cycles of
VRD and then consolidation therapy with either five additional cycles
of VRD (n = 350) or HDM plus ASCT followed by two additional cycles
of VRD (n = 350) [29]. Patients in both groups received maintenance
therapy with lenalidomide for 1 year. The primary end point was PFS.
Median PFS was significantly longer in the group that underwent
transplantation than in the group that received VRD alone (50 months
vs 36 months; adjusted hazard ratio [HR] for disease progression or
death, 0.65; p <0.001). This benefit was observed across all patient
subgroups, including those stratified by ISS stage and cytogenetic risk.
The transplantation group had a higher CR rate (59% vs 48%) and a
greater proportion of patients with undetectable minimal residual
disease (MRD; 79% vs 65%). However, the OS rate at four years was
similar between the two groups (81% for the transplantation group vs
82% for the VRD-alone group) [29]. These findings suggested that
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while early transplantation could significantly increase PFS, it did not
necessarily extend OS, indicating that delayed transplantation could
be an option for some patients. Nevertheless, the significant PFS
benefit did establish VRD followed by ASCT and lenalidomide
maintenance as a robust SoC. For the first time, the association of
MRD negativity with favorable outcome was demonstrated in a
randomized phase 3 trial [29].

TRIPLET OR QUADRUPLET INDUCTION THERAPY: THE IFM
CASSIOPEIA STUDY

Daratumumab was approved in 2015 in advanced myeloma patients.
This allowed its development at earlier lines of therapy, especially in
the frontline setting, in combination with SoC regimens. In the two-
part, randomized, open-label, phase 3 CASSIOPEIA trial, the IFM
evaluated whether the addition of daratumumab (Dara) to VID
before and after ASCT would improve the stringent CR (sCR) rate in
patients with NDMM [30]. Between Sept 22, 2015, and Aug 1, 2017,
1085 patients were enrolled at 111 European sites and were randomly
assigned (1:1) to receive four pre-transplant induction and two post-
transplant consolidation cycles of VTD alone (VTD group, n = 543) or
in combination with daratumumab (Dara-VTD group, n=542).
Patients who completed consolidation and had a partial response
(PR) or better were re-randomized (1:1) to intravenous Dara
maintenance (16 mg/kg every 8 weeks) or observation for <2 years.
The primary endpoint of part 1 was sCR rates, assessed 100 days after
transplantation. The primary endpoint for the maintenance phase was
PFS from second randomization. At day 100 after transplantation, 157
(29%) of 543 patients in the Dara-VTD group and 110 (20%) of 542
patients in the VID group in the intention-to-treat population had
achieved sCR (odds ratio, 1.60; 95% confidence interval, 1.21-2.12;
p =0.0010). Two hundred and eleven (39%) patients in the Dara-VTD
group achieved =CR, compared with 141 (26%) in the VTD group, and
346 (64%) of 543 versus 236 (44%) of 542 achieved MRD-negativity
(107 sensitivity threshold, assessed by multiparametric flow cyto-
metry; both p <0.0001) [30]. Between May 30, 2016, and June 18,
2018, 886 patients were re-randomized to Dara maintenance
(n=442) or observation (n=444). At the clinical cutoff date
(September 1, 2023), the median follow-up was 80.1 months from
first randomisation and 70.6 months from second randomisation.
Median PFS from first randomization, regardless of second randomi-
zation, was significantly longer for the Dara-VTD group (83.7 months)
than for the VTD group (52.8 months; HR 0.61; p < 0.0001) [31]. OS
from first randomization, regardless of second randomization, was
significantly longer in the Dara-VTD group than the VTD group (HR,
0.55; p<0.0001). Median OS from first randomization, regardless of
second randomization, was not reached (NR) in the Dara-VTD group
or VTD group; estimated 72-month OS rates were 86.7% for the Dara-
VID group and 77.7% for the VID group. PFS from second
randomization was significantly longer in the Dara maintenance
group than the observation-alone group (median PFS, NR vs.
45.8 months; HR, 0.49; p < 0.0001); benefit was observed with Dara-
VTD with Dara maintenance, over Dara-VTD with observation, as well
with VID plus Dara maintenance over VID with observation [31].
Based on these results, Dara-VTD was approved in 2019. Of note,
daratumumab maintenance was not approved because of the control
arm proposing no maintenance after the second randomization.
Moreover, the study confirmed the prognostic value of MRD
negativity in predicting favorable PFS, not only before maintenance
but also after induction and prior to ASCT [32].

MRD-DRIVEN THERAPY: THE PHASE 3 IFM 2020-02

MIDAS STUDY

Following CASSIOPEIA, induction therapy with a quadruplet regimen
became SoC in 2020, an approach further supported by findings from
the GRIFFIN [33], PERSEUS [34], and GMMG-HD7 trials [35].
CASSIOPEIA showed the prognostic value of MRD negativity after
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induction, consistent with data from the GMMG HD7 prospective
randomized study [35]. The phase 3 IFM2020-02 MIDAS trial assessed
an MRD-driven consolidation and maintenance strategy following
induction with 6 cycles of isatuximab, carfilzomib, lenalidomide, and
dexamethasone (IsakRD) [36, 37]. Patients achieving post-induction
MRD-negativity at a threshold of 10~ by next-generation sequencing
(NGS) were randomized to either 6 additional cycles of IsakRD (Arm A)
or ASCT followed by 2 cycles of IsakRD (Arm B), followed by
lenalidomide maintenance. Patients who were MRD-positive after
induction (MRD = 10~°) were randomized to either single ASCT plus 2
cycles of IsakRD (Arm C) or tandem ASCT (Arm D), followed by
isatuximab plus iberdomide maintenance. Between December 2021
and July 2023, 791 patients were enrolled across 72 IFM centers.
Overall, 96% (n = 757) of patients completed induction. The best ORR
was 95%. In the ITT population, 91% achieved >VGPR after induction,
with MRD-negativity rates of 63% at 10~ and 47% at 10 ° [36]. MRD-
negativity rates differed across ISS stages and cytogenetic risk
subgroups. 1sakRD induction yielded deep responses and high MRD-
negativity rates. An MRD-negative status at 10°° sensitivity before
maintenance occurred in 86% of the patients in the ASCT group
compared with 84% of those in the Isa-KRD group (P = 0.64), and in
32% of the patients in the tandem ASCT group compared with 40%
of those in the single ASCT group (P=0.31) [37]. This study is
ongoing, and data regarding MRD durability and PFS were immature.
Nevertheless, the first conclusions were the following: the percentage
of patients with an MRD-negative status at 10° sensitivity before
maintenance was not significantly higher with ASCT than with Isa-
KRD among patients with a post-induction MRD-negative status at
107" sensitivity, nor was it significantly higher with tandem ASCT than
with single ASCT among patients with a post-induction MRD-positive
status at 107> [37]. Nevertheless, it is currently impossible to drive
definite conclusions on the need to keep ASCT as a standard or not,
due to the lack of long-term results, but also to the impossibility to
have IsaKRD in the real life as induction regimen.

FUTURE DIRECTIONS

The Intergroupe Francophone du Myélome (IFM) was able to conduct
randomized clinical trials rapidly, thanks to the commitment of all
French centers. IFM is the only cooperative group in France, created in
1990 by the merger of 3 regional networks working on MM. IFM is
administered by a board of directors, elected every 3 years by all
members of the group. The board of directors appoints from among
its members the executive committee and its president selected for 3
years, in charge of proposing to the board the strategy of the group.
The president cannot be selected twice consecutively. All of the 80
centers that take care of patients with MM are included in IFM,
allowing quick patient enrollment across the country. Some French
speaking centres in Belgium are also part of the group. Throughout its
history, IFM has always appointed two or three leaders, charged with
proposing academic clinical studies aimed at answering important
issues in the management of patients with transplant-eligible NDMM,
including the value of ASCT vs conventional chemotherapies, the utility
of single vs tandem ASCT, and the role of maintenance, etc. The results
of each new study informed the design of subsequent clinical trials.
IFM also developed strong translational research with a centralized
approach for sampling, to streamline MRD assessment, cytogenetic
testing, and imaging, to complement the clinical results. After
completion of the MIDAS study, IFM is now running a prospective
trial opened for enrolment in June 2025 aimed at comparing ASCT
with bispecific antibody-based therapy as consolidation following
induction in patients with NDMM (ElLen study, NCT06918002).

CONCLUSIONS

The Intergroupe Francophone du Myélome has developed in the
last 35 years in NDMM patients eligible for ASCT 13 academic
clinical trials (Table 1) to establish new SoCs over time. Starting
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with the IFM90 study establishing ASCT as a pillar of frontline
therapy, followed by the incorporation of novel agents during
induction and maintenance, and developing now MRD driven
strategies, the contribution of the French group to the myeloma
therapeutic landscape is significant.
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