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Risk scores and risk factors in CML, are they n
helpful?

Tomasz Sacha

There are multiple risk scores developed in the last decades
to describe entry disease characteristics, enable risk stratifi-
cation, and predict the clinical outcome of chronic myeloid
leukemia (CML) therapy. The treatment-free remission is a
new goal of CML therapy postulated and defined also by recent
ELN recommendations. In this context, early predictors of
good response and chance to reach this ambitious goal are
of special interest. The importance of Sokal, EURO (Hasford),
EUTOS, and ELTS scores will be discussed. The other risk fac-
tors such as additional chromosomal aberrations, additional
genetic mutations, BCR/ABL1 transcript type, the dynamics of
early BCR/ABL1 transcript decline, the presence of ABL1 KD
mutations, and the quality of molecular response could have
an important role in planning the optimal treatment. In the
era of tyrosine kinase inhibitors and many possible choices,
the analysis of risk factors could be considered as a key factor
in the decision-making process. This will be discussed during
the presentation.
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Minimal residual disease detection in N
multiple myeloma: methods and prognostic
significance

B

Evangelos Terpos

The novel response criteria in antimyeloma therapy, pub-
lished by the International Myeloma Working Group (IMWG),
include minimal residual disease (MRD) assessment in mul-
tiple myeloma (MM), aiming to identify better definitions of
complete response (CR) than those traditionally defined by
conventional methods. IMWG has defined new response cate-
gories including (i) marrow MRD negativity with the use of next
generation flow cytometry (NGFC) or next generation gene
sequencing (NGS), with a cut-off value of 10~>; (ii) imaging
MRD negativity using PET/CT; and (iii) sustained MRD nega-
tivity (marrow and imaging MRD negativity that remains for
12 months).

The sensitivity of NGS seems to be similar than that of
NGF and can be used for detection of rare residual myeloma
BM cells at the level of 10~¢. However, an advantage of NGS
is that it can be applied retrospectively on stored material
including not only cryopreserved cells but also archival BM
slides. On the other hand, the most commonly utilized NGS-
based ClonoSEQ (Adaptive Biotechnologies) platform for MRD
evaluation has high cost and requires specialized centers for
sample preparation and data interpretation, which, in its cur-
rent form, makes it challenging for daily clinical management.
The major advantage of NGF is its high applicability in 99% of
MM patients and the relatively simple manual set-up in diag-
nostic labs equipped with the appropriate 8-color cytometers,
following the standardized EuroFlow guidelines. The cost of

the technique is significantly more affordable and the results
may be available within a few hours upon BM aspiration. There
is no need for a prior diagnostic sample evaluation due to
the elegantly elaborated 8-color marker combinations that can
efficiently discriminate between normal and aberrant plasma
cells in the whole spectrum of intra-phenotypic heterogene-
ity. Furthermore, NGF methodology allows for an intra-quality
control check for hemodiluted samples - the major pitfall for
both NGF and NGS approaches- by identifying cellular com-
ponents (i.e., mast cells, B cell precursors, erythroblasts) that
are mainly present in the BM. This point is commonly under-
estimated, though it consists one of the major advantages of
NGF; the multiparametric panels allow for the global charac-
terization of BM cells.

There is no doubt that the achievement of MRD negativ-
ity confers a more favorable outcome for treated MM patients.
The first meta-analysis by Landgren et al in 2016 and the one
that followed by Munshi et al in 2017 have verified the prog-
nostic impact of MRD negativity in the clinical outcome. The
latter meta-analysis showed a 59% reduced risk of progression
and 43% reduced risk of death for MRD negative patients with
a median PFS of 54 months vs. 26 months and a median OS of
98 months vs. 82 months for MRD negative vs. MRD positive
patients respectively.

When compared with other prognostic factors, MRD has
been shown to be superior and the most relevant predictor of
clinical outcome. In multivariate analyses, the achievement
of MRD negativity is proven to be the strongest independent
prognostic factor which surpasses other favorable prognostic
parameters. Patients with high-risk baseline cytogenetics who
achieved MRD negativity after treatment, had significantly
improved outcomes when compared with MRD persistent
counterpart, but most importantly, they experienced simi-
lar survival outcomes with standard-risk patients who also
achieved MRD negativity. It is important to stress that the
favorable prognostication of MRD negativity stands indepen-
dent of the assigned treatment.
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Treatment of relapsed, refractory multiple )
myeloma: focus on new drugs

Angelo Maiolino

In recent years several new drugs were approved for mul-
tiple myeloma (MM) treatment. Three classes are included
in almost all lines of MM treatment: proteasome inhibitors
(bortezomib, carfilzomib, and ixazomib), immunomodulators
(thalidomide, lenalidomide, and pomalidomide) and mono-
clonal antibodies (daratumumab and elotuzumab) in different
combinations.’ In a relapsed setting, the decision about the
new line of treatment should consider patient’s related factors
and previous MM treatment. Age, frailty, cytogenetics risk, and
performance status at relapse have to be analyzed combined
with the relapse aggressiveness, exposition to prior therapies,
and the history of disease’s responses.” Patients previously
unexposed or those not refractory to lenalidomide, have bet-
ter outcomes with a triple combination of lenalidomide and
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dexamethasone plus daratumumab (POLLUX TRIAL),? carfil-
zomib (ASPIRE TRIAL),* ixazomib (TOURMALINE TRIAL),° or
elotuzumab (ELOQUENT TRIAL).® In all these trials, results
confirmed that triplet regimens were superior in response
rate and progression-free survival. If the patient is considered
refractory to lenalidomide, a proteasome inhibitér combina-
tion is a standard for treatment in early relapse. Carfilzomib
plus dexamethasone was compared to bortezomib and
dexamethasone in the Endeavor study and demonstrated
superiority in progression-free survival (PFS) and overall sur-
vival (0S).” Carfilzomib + dexamethasone (KD) combination
was recently compared as a control arm versus daratumumab
plus KD (Candor Trial).? In this phase? trial, a superiority in PFS
was demonstrated for the triple combination. Daratumumab,
bortezomib, dexamethasone combination (Castor Trial)’ and
pomalidomide, bortezomib, dexamethasone (OPTIMISMM)'©
are also good options for this subset of patients, previously
exposed and refractory to lenalidomide. Both trials demon-
strated superiority in response rate and PFS. New clinical
trials are addressing innovative strategies, particularly with
belantamab mafodotin, an anti-BCMA antibody, and with anti-
BCMA - CAR T-cell. Both demonstrated high efficacy in terms
of response rate in Phasel/2 Trials, including heavily pre-
treated and Penta-refractory patients.'’'? Large phase 3 trials
are planned for hopefully incorporate these strategies to MM
treatment.
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Current therapy for indolent lymphomas

Check for
Updates
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Introduction: Indolent lymphomas are neoplasms of the
mature B-cell that have the survival measure in years even
without direct treatment. This group contains follicular lym-
phoma, lymphoplasmacytic lymphoma and marginal zone
lymphoma. Mantle cell lymphoma, although can have an
indolent course, it’s not included here.

Follicular lymphoma (FL): FL is the second in prevalence
between non-Hodgkin’s lymphomas (NHL) and the most com-
mon with an indolent presentation.’ Patients can have a
heterogeneous evolution, from asymptomatic disease with-
out need for therapy until an aggressive course with poor
chemotherapy response. The latter tends to belong in a
group of progressive disease within two years of first ther-
apy (POD24).? Although a better knowledge of the disease
biology, there are current no clear prognostic system that
can separate patients in need for aggressive treatment versus
those with no need for treatment at all. But it is consid-
ered standard only treat patients with high tumor burden or
symptomatic. Generally, patients that do need therapy receive
CHOP/CVP or Bendamustine with additional anti-CD20 anti-
body. There seems to be a favorable group that can be treated
with Rituximab monotherapy and remain without need for
new treatment for a long period.> After the GALLIUM trial,*
where Obinutuzumab was associated with 34% reduction
in progression versus Rituximab, this novel anti-CD20 anti-
body became an option. Although a progression-free survival
(PFS) benefit was demonstrated, there was no gain in over-
all survival (OS) at this point. Maintenance with Rituximab or
Obinutuzumab is generally recommended (every 2 months for
2 years), with long term follow up from the PRIMA trial show-
ing a sustained difference in PFS.> However, no OS superiority
was observed. To reduce toxicity while maintaining efficacy,
Lenalidomide plus Rituximab regimen was tested in untreated
FL patients (“R?").° This “chemo-free” protocol had an equal
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