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Introduction

Ana Vallejo, Myeloma Patients Europe

The most important scientific meeting about haematological diseases in Europe is the annual meet-
ing of the European Haematology Association (EHA) that took place in Vienna in June 2016. This
supplement presents the highlights relating to key developments in myeloma during this conference.

Diagnosis criteria update for multiple myeloma

The diagnostic criteria for
myeloma have recently
been updated to include
some myeloma patients not
showing any of the C.R.A.B.
criteria symptoms (C for
hypercalcaemia, R for renal
impairment, A for anaemia,
and B for bone injuries) or
other symptoms of multiple
myeloma. Thanks to the new
guidelines, physicians can
diagnose this disease taking
into account the following
biomarkers of malignancy:

e Clonal bone marrow
plasma cell percentage
>60%

e Involved/uninvolved
serum free light chain
ratios 2100

e >1 focal lesions on
magnetic resonance
imaging (MRI) studies

Asymptomatic or smolder-
ing myeloma patients are a
very heterogenous group.
Within this group of pa-
tients, haematologists can
identify patients with low,
intermediate, high and ul-
tra-high risk of progression
and determine if they need
any treatment.

So far, the standard manage-
ment for smoldering mye-
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loma patients was just fol-
lowing them up on a regular
basis in order to determine
when the disease begins to
progress. According to these
new guidelines, follow-up is
recommended for patients
with a low and intermedi-
ate risk of progression while
patients with ultra-high risk
of progression should be
considered as symptomatic
myeloma patients and start
being treated immediately.

If the patient has a high risk
of progression to myelo-
ma, the standard of care is
a close follow-up, but they
are also suitable candidates
for clinical trials and some-
times candidates for early
treatment as well. Currently,
there is some ongoing re-
search, such as the “QuiRe-
dex” clinical trial, which eval-
uates the early treatment of
this group of patients. The
QuiRedex results show that
the probability of progres-
sion to myeloma can be sig-
nificantly reduced. Thus, the
early treatment for high-risk
smouldering myeloma can
be an optimal therapy ap-
proach.

The multicentre, open-label,
randomised phase Il clinical

trial, QuiRedex, has evalu-
ated the efficacy of treat-
ment with lenalidomide and
dexamethasone in patients
with high risk of progression
to myeloma. This research
compares this combination
with the current standard
of care, that is, active sur-
veillance. The trial was com-
pleted and recently updated
with a median follow-up
of 72 months. The results
showed that patients who
received the combination of
lenalidomide and dexameth-
asone were able to signifi-
cantly reduce the probability
of progression to sympto-
matic myeloma (the median
follow-up is 75 months to
progression).

The diagnostic criteria
for myeloma have been
recently updated to
include some myeloma
patients not showing
any of the C.R.A.B. cri-
teria symptoms (hyper-
calcemia, renal impair-
ment, anaemia or bone
injuries).

Complete response and minimal residual disease

During the EHA Annual
Meeting, markers of prog-
nosis such as complete
response and minimal re-
sidual disease were dis-
cussed.

According to Dr Maria Vic-
toria Mateos, Department
of Haematology of the
University Hospital of Sala-
manca (Spain), complete
response is one of the most
important goals doctors
have to achieve in multiple
myeloma treatment. “The
depth of response is related
to the time to progression

“Patients who achieve a complete response have a
significantly longer time to progression and longer

progression-free survival’.

Dr. Maria Victoria Mateos, University Hospital of

Salamanca, Spain

and also to overall surviv-
al. Patients who achieve a
complete response have a
significantly longer time to
progression and longer pro-
gression-free survival. That is
the reason why this marker is
important for us, but we al-
ways have to balance it with
an optimal quality of life”.

In addition, although the
evaluation of minimal re-
sidual disease into the bone
marrow is an important
goal, it is critically relevant
to evaluate it also outside
of the bone marrow. To
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Stay tuned!

evaluate this parameter,
imaging assessments are
being used more and more
frequently. “We have to
evaluate minimal residual
disease also out of the bone
marrow and this is the rea-
son why now more imaging
assessments are being done
in myeloma patients. If PET-
CT is negative after trans-
plant, the outcome is much
better because minimal re-
sidual disease evaluation is
a relevant prognostic factor
in the management of newly
diagnosed multiple myeloma
(NDMM)".
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Transplant candidate patient

Whenever possible, autol-
ogous stem cell transplan-
tation (ASCT) is currently
the standard of care in
myeloma for eligible pa-
tients - patients without
severe comorbidities and
under 65 years of age. The
complete treatment in-
cludes four different parts:
induction, transplant, con-
solidation and maintenance
therapy. Although induc-
tion with vincristine-dox-
orubicin-dexamethasone
(VAD) - “A” in VAD stands
for Adriamycine, which is
the commercial name of
doxorubicin - used to be
the standard of care, new
agents have been incorpo-
rated to the treatment to
provide a significant overall
response rate but also an
important higher complete
response rate. According
to Dr Mateos, “howadays,
thalidomide is the most used
immunomodulatory drug for
induction, but in the near fu-
ture lenalidomide in combi-
nation with bortezomib and
dexamethasone will be the
standard of care in this stage
of the treatment. With this
induction regime, approxi-
mately 30% of the patients
could achieve a complete
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response”.

However, the role of lena-
lidomide is not just relevant
as an induction therapy,
but also as a maintenance
therapy, where it seems
to be crucial according to
the results of a meta-anal-
ysis presented at the EHA
meeting. So far, the main-
tenance therapy, which
should be administered
for a prolonged period, is
based on thalidomide. One
of the main side effects
of this drug when used
as a maintenance therapy
is peripheral neuropathy.
Lenalidomide is a second
generation immunomodu-
latory drug that has been
evaluated in three differ-
ent large phase I, ran-
domised trials compared
with placebo after ASCT
as a maintenance therapy.
Lenalidomide shows in this
meta-analysis a 26% re-
duction in the risk of death
representing an estimated
2.5-years increase in me-
dian survival. “This results
are important for European
patients because probably,
thanks to this meta-analysis,
authorities will consider the
approval of lenalidomide as

maintenance therapy after
autologous stem cell trans-
plantation”, explained Dr
Mateos.

The role of maintenance
therapy after ASCT is still
being discussed. There
are many questions to
answer such as how long
patients should receive
maintenance therapy,
who should receive this
kind of treatment and
how to monitor the ef-
ficacy of the therapy.
“There is definitively a role
for maintenance therapy
but nowadays some ca-
veats remains uncertain,”
said Dr Mateos.

The role of mainte-
nance therapy after
ASCT is still being
discussed. There are
many questions to an-
swer such as how long
patients should receive
maintenance therapy
or how to monitor the
efficacy of it.

Treatment of non-transplant candidate myeloma patients

As mentioned above, au-
tologous stem cell trans-
plantation is currently the
standard of care in mye-
loma for eligible patients.
Patients are generally con-
sidered eligible for this pro-
cedure if they have good
performance status, no
comorbidities, and normal
cardiac, pulmonary, liver
and renal function. Elder-
ly patients or vulnerable
ones are more susceptible
to adverse events and they
usually receive less toxic
regimens and appropriate
dose reductions should be
adopted.

Most non-transplant can-
didate patients are over 65
years old. Overall survival
in this group of patients has
been doubled due to the in-
troduction of novel agents
based on several drug com-
binations. However, this
group of elderly patients
is quite heterogenous, and
doctors can differentiate
between those who have
good general health (no
comorbidities, generally fit)
and those who haven’t. For
that reason, incorporating
geriatric assessments into
routine practice is increas-
ingly necessary to classify
this group of patients as fit,
unfit or frail, regardless of
their age.

The goal in the treatment
of non-transplant candi-
date myeloma patients is
to achieve a high-quality,
sustained and complete re-

sponse with an acceptable
toxicity as well as a good
qguality of life. For that rea-
son, tolerability in elderly
patients was another topic
discussed at EHA 2016.

Melphalan plus prednisone
(MP) and bortezomib com-
bination is one of the most
frequent standard of care
used upfront for newly di-
agnosed elderly multiple
myeloma (eNDMM) pa-
tients. Significant improve-

ments, such as a weekly
schedule or sub-cutaneous
administration, have been
done in order to increase
the tolerability of this com-
bination. Lenalidomide plus
dexamethasone is another
standard of care for this
group of patients given as
continuous therapy until
disease progression or un-
acceptable toxicity. The
use of new combinations
such as carfilzomib with
melphalan and prednisone
could improve tolerability
in elderly patients. Accord-
ing to the data presented
during the EHA meeting,

carfilzomib, a novel gener-
ation proteasome inhibitor,
used on a weekly schedule,
allows the dose to be in-
creased, given its positive
safety profile.

The clinical trial Carmys-
ap , a phase I/Il multicen-
tre open-label single-arm
study, has the objective to
determine the maximum
tolerated dose (MTD) of
carfilzomib  administered

once weekly in combination
with melphalan and pred-
nisone (KMP) - K in KMP
stands for Kyprolis, the
commercial name of carfil-
zomib - followed by weekly
carfilzomib maintenance in
elderly patients with new-
ly-diagnosed MM. A total
of 30 patients were treated
with doses of 36, 45, 56,
and 70mg/m?. The research
concludes that the maxi-
mum tolerated dose (MTD)
of carfilzomib has not been
reached and 70mg/m?
should be the recommend-
ed phase 2 dose.
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New combinations in relapsed or refractory multiple

myeloma (RRMM)

The most important ad-
vances presented at the
EHA meeting were focused
on relapsed or refracto-
ry myeloma treatment
(RRMM). New drug com-
binations are being add-
ed to the haematologists’
therapeutic armoury to get
better results with lower
toxicity rates.

“During the last year many
different new combinations
have been approved by the
Food and Drug Adminis-
tration (FDA) in the United
States and also in Europe.
The European Medicines
Agency (EMA) has approved
pomalidomide, panobinos-
tat, carfilzomib, elotuzumab
and, more recently, daratu-
mumab, the first monoclonal
antibody effective as a sim-
ple agent for the treatment
of multiple myeloma,” said
Dr Mateos.

In order to choose the best
possible treatment, it is
important to evaluate the
specific situation of every
individual patient (type of
relapse, efficacy of previ-
ous treatments, toxicity of
previous treatments and
further options). “We have
to consider that most of the
patients are receiving borte-
zomib-based regimes as the
first line of treatment. This
is probably the most com-
mon induction regimen used
in Europe. So when our pa-
tients relapse, lenalidomide
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and dexamethasone are the
standard of care to be used
at first as a rescue setting.”

Although haematologists still
consider lenalidomide and
dexamethasone as one of
the standards of care in this
stage of the disease, thanks
to the new combinations
physicians are considering
four other new combinations
based in lenalidomidee and
dexamethasone plus other
drug. These four combina-
tions could replace lenalid-
omide and dexamethasone
alone as a standard of care.

Carfilzomib plus
lenalidomide and
dexamethasone

The addition of carfilzomib
resulted in significant ben-
efits in terms of progres-
sion-free survival but also in
terms of complete response.
According to the ASPIRE
study data, 32% of the pa-
tients achieved a complete
response with this rescue
therapy. This is the reason
why this combination is now
one of the new standards of
care at the moment of re-
lapse.

Elotuzumab plus
lenalidomide and
dexamethasone

Elotuzumab is a monoclonal
antibody. The benefits of

adding this drug to lenalid-
omide and dexamethasone
was evident in terms of
progression-free  survival
observed even after three
years of follow-up. In ad-
dition, this combination
showed a benefit in terms
of time to next therapy -
almost three years - which
is especially relevant for
this group of patients.

Ixazomib plus
lenalidomide and
dexamethasone

In addition to its efficacy,
the great advantage of ix-
azomib is its route of ad-
ministration along with its
safety profile. Ixazomib and
also lenalidomide and dexa-
methasone are oral agents,
therefore an important op-
tion for patients who are
unable to go to the hospital
regularly. Dr Mateos said:
“The combination of these
three drugs was superior in
terms of progression-free
survival compared with pla-
cebo plus lenalidomide and
dexamethasone. The com-
plete response rate was also
double than the control arm.
This treatment represents a
full oral combination effec-
tive in the management of
patients at the moment of
progression or relapse”. For
all these reasons, Dr Ma-
teos said that this triple
oral drug combination has
the potential to become

a standard of care for this
particular group of patients.

Daratumumab plus
lenalidomide and
dexamethasone

Daratumumab is a mono-
clonal antibody approved
as a single agent for the
treatment of myeloma at
the moment of relapse.
“A benefit in terms of pro-
gression-free survival was
evident with this drug,
but when daratumumab is
added to lenalidomide the
reduction in the risk of dis-
ease progression or death is
63%. | would say that this
is the best progression-free
survival so far reported for
relapsed and refractory my-
eloma patients”, said Dr.
Mateos.

This remarkable benefit was
shown in the POLLUX study
, an open-label, randomised
phase Il study conducted
in 18 countries. This re-
search evaluated the com-
bination of daratumumab
plus lenalidomide and dex-
amethasone (daratumumab
group) compared with lena-
lidomide and dexametha-
sone (control group) in 569
patients with RRMM who
received at least one prior
line of therapy. At the pre-
planned interim analysis, an
unprecedented 63% reduc-
tion in the risk of progres-
sion or death was shown
in the daratumumab group
compared with the control
group, leading to early un-
blinding of the study. More
patients achieved an over-
all response in the daratu-
mumab group compared

with the control group (93%
vs 76%, P <0.0001). Deep
and durable responses
were significantly more fre-
quent in the daratumumab
group, with higher rates of
very good partial response
or better (76% vs 44%, P
<0.0001) and a more than
doubling of complete re-
sponse or better (43% vs
19%, P <0.0001).

“In my opinion, the current
situation is optimal for phy-
sicians and also for patients
because we are going to
be able to individualise the
treatment much more at
the moment of relapse using
one or another combination
according to the type of re-
lapse, biochemical, disease
aggressiveness, age, humber
of prior lines of therapy...,
said Dr Mateos.

relapses.

Highlights

e The diagnostic criteria for myeloma have been recently updated to include some myeloma
patients not showing any of the C.R.A.B. criteria symptoms (hypercalcemia, renal
impairment, anaemia or bone injuries). According to these new guidelines, asymptomatic
patients with ultra-high risk of progression should be considered as symptomatic myeloma
patients and start being treated immediately.

e Achieving minimal residual disease (MRD) negative status is even more relevant than
complete response for the prognosis of myeloma. It is a relevant prognostic factor in the
management of newly diagnosed multiple myeloma (NDMM) and also probably at early

e According to the data presented in EHA, new drug combinations are being added to
the haematologists’ therapeutic armoury to get better results with lower toxicity rates.
Carfilzomib, daratumumab, elotuzumab and ixazomib, all of them plus lenalidomide
and dexamethasone are the new combinations that could replace lenalidomide and
dexamethasone alone as a standard of care.

e The POLLUX study showed that when daratumumab is added to lenalidomide the
reduction in the risk of disease progression or death is 63%, the best progression-free
survival so far reported for relapsed and refractory myeloma patients.
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