
P , .001) with 75% of patients in the
KRdc group achieving MRD negativity
(MFC, 4 3 1025) post-ASCT.8 Findings
from the ongoing FORTE trial also dem-
onstrated the efficacy of the KRd-ASCT
regimen; this phase 3 randomized study
compared 4 KRd cycles followed by
ASCT and 4 KRd consolidation cycles
(n 5 158); 4 carfilzomib, cyclophospha-
mide, and dexamethasone (KCd) cycles
followed by ASCT and 4 KCd consolida-
tion cycles (n 5 159); or 12 KRd cycles
(n 5 157). Patients in the KRd-transplant
arm had a 1-year sustained undetectable
MRD rate of 68% of patients compared
with 54% in the nontransplant arm (P 5

.02). With a median follow-up of 45
months, the estimated 3-year PFS was
78% in the transplant arm vs 66% in the
nontransplant arm (P 5 .023).9

With the highMRD-negativity rate associ-
ated with triplet induction and ASCT,
the current question is whether the addi-
tion of anti-CD38 monoclonal antibodies
(daratumumab [Dara]-KRd or isatuximab-
KRd) can further improve depth and dura-
tion of response and translate to
improved survival, obviating the need
for ASCT. Preliminary results with the
Dara-KRd quadruplet report an MRD2

rate of 83% without ASCT.10 We eagerly
await the findings of the ADVANCE trial
(NCT04268498), which will compare
Dara-KRd with KRd or VRd and the phase
3 COBRA study (NCT03729804) compar-
ing extended KRd (24 cycles) with the
established RVd regimen (8 cycles with
lenalidomide maintenance) in high-risk
patients with deferred ASCT.

The utility and achievement of MRD
negativity during maintenance therapy
has also yet to be well defined. Can
patients with sustained MRD2 sCR cease
maintenance therapy without the risk of
early relapse? A risk and MRD-adaptive
approach in the intensification or
de-escalation of treatment is still under
investigation and will help to guide clini-
cal decisions in the future. Until then,
this study demonstrates that KRd induc-
tion/consolidation with ASCT achieves
deep and durable responses with a man-
ageable safety profile and is a future
option for the upfront treatment of TE
patients with NDMM.
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Comment on Parikh et al, page 149

CLL-IPI: valid in the era of
oral inhibitors?
Nadine Kutsch | University of Cologne

In this issue of Blood, Parikh et al1 show in their analysis for the first time that
the chronic lymphocytic leukemia international prognostic index (CLL-IPI) can
predict time to first diagnosis and overall survival (OS) in a cohort of 969
patients with monoclonal B-cell lymphocytosis (MBL) and Rai 0 stage CLL.
This might prove to be a very useful tool for the management of these classical
watch-and-wait patients who need to bemonitored for progression or disease-
related symptoms and potential treatment indication on a regular basis.

The CLL-IPI2 is a well-established score in
CLL and was originally developed based

on data from 8 phase 3 studies including
3472 treatment-naive patients with CLL.
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It discriminates 4 prognostic subgroups
with different 5-year overall survival rates
resulting in different treatment implications
and combines the parameters TP53 status,
IGHV mutational status, serum b2-micro-
globulin concentration, clinical stage, and
age,withdifferentweighting in aprognostic
score. The CLL-IPI was initially introduced in
2016 and comprises data of patients who
received chemoimmunotherapy.2

A plethora of other prognostic scores with
focus on different clinical outcome param-
eters like OS, progression-free survival, or
treatment-free survial have been intro-
duced to the field of CLL research, but a
meta-analysis by the Cochrane group
recently revealed that the CLL-IPI still
shows the best discrimination, despite
overestimation.3

However, the treatment landscape in CLL
has dramatically changed in the last years
with the introduction of novel oral inhibi-
tors. Against the background of quickly
changing treatment possibilities and rec-
ommendations, the CLL-IPI might be out-
dated now. Therefore, several further
scores have been introduced to the new
treatment landscape.

Soumerai et al4 developed the first vali-
dated risk score to predict OS in patients
with relapsed/refractory CLL who were
treated with targeted therapies. It identi-
fied 4 factors that differ widely from the
CLL-IPI including serum b2-microglobulin,
lactate dehydrogenase, hemoglobin, and
time from initiation of last therapy and
helps to identify patients who are at a
high risk for early death.

The BALL score identifies a subset of
patients with CLL, accounting for about
50% of the whole population, who benefit,
in particular, from single agent ibrutinib. It
comprises b2-microglobulin, hemoglobin,
lactate dehydrogenase, and time elapsed
from last therapy ,24 months as parame-
ters.5 However, this score did not show sat-
isfying results in a real-world patient cohort,
so the improved survival risk score for ibruti-
nib,whichexcludes timeto last therapy,was
then developed to determine OS in
relapsed/refractory patients with CLL
treated with ibrutinib.6

Furthermore, a 4-factor model consisting
of TP53 status, prior treatment, b-2 micro-
globulin, and lactate dehydrogenase lev-
els was introduced. It identifies patients
with an increased risk of ibrutinib failure

at treatment initiation and remained sig-
nificant when applied to either treat-
ment-naive or relapsed/refractory patient
cohorts treated with ibrutinib.7

In a completely different approach paying
tribute to the changing dynamics within
the course of the disease, the continuous
individualized risk index was evaluated in
CLL including the CLL-IPI and minimal
residual disease levels. This dynamic risk
model seems to be superior to established
risk assessment scores in determining clini-
cal outcomes.8 However, this model is
probably too complex to be used broadly
in clinical practice but could be a very help-
ful tool in clinical trials otherwise. Prospec-
tively, an easy-to-use tool will have to be
developed for a more individualized man-
agement of patients that can be easily
implemented into clinical routine and
therefore finds broad acceptance. Hence,
the CLL-IPI should be reevaluated as soon
as more mature data on first-line treat-
ments with oral inhibitors are available.
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Comment on Silasi et al, page 178

FXII inhibition:
multipronged benefits
Helen Philippou | University of Leeds

In this issue of Blood, Silasi et al1 identified that inhibition of activated factor XII
(FXIIa) using an antibody (5C12) reduces the activation of coagulation and the
kallikrein-kininogen pathways, induced by heat-inactivated Staphylococcus
aureus (HI-SA). Furthermore, by inhibiting FXII function, there was decreased
activation of complement and inflammatory cytokines, resulting in preserved
organ function and survival of baboons subject to a challengewith HI-SA. These
findings suggest potential benefit of prophylactic treatment of patients at
increased risk of pathological coagulation and inflammatory responses using
an inhibitor of FXIIa. Such indications include prevention of sepsis or its mitiga-
tion in severe infections in which FXIIa activity is involved in its pathogenesis.

For many years, the role of FXII in coagu-
lation was not understood, until Renne

et al2 discovered that FXII plays an essen-
tial role in the propagation phase of
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