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The optimal treatment of frail patients with myeloma is
not easily derived from available clinical trials, including
ones that purportedly included such patients. For example,
the MAIA trial! included 737 multiple myeloma (MM) pa-
tients, of whom many were considered as “frail”. However,
the data from the MAIA trial cannot be simply extrapolated
to real-world patients, because many frail patients seen in
daily and routine practice are not be the type of patients
eligible for the MAIA trial (or other similar clinical trials).
In fact, only a small subset, even among the group of el-
derly MM patients, might have been eligible. Therefore, we
cannot generalize regimens and outcomes without knowing
what sort of patients were studied in many of the MM trials
that included elderly and/or frail patients. Even when tri-
als have tried to include frail patients, inclusion and exclu-
sion criteria permit enrolment of only patients with rela-
tively good performance status, and most frail and very frail
MM patients who need therapy are excluded. In the absence
of good data, the treatment of frail patients typically re-
lies on a physician’s “clinical judgement” in the selection of
the regimen, and adjustment of dose and schedule. Impor-
tantly, if regimens used in clinical trials were generalized
to truly frail patients without such adjustments, we could
cause significant harm.

PROGNOSTIC FACTORS FOR SURVIVAL IN MM

In a large series published by Kyle et al. in 2003,2 of all
the prognostic factors, the most powerful factor with an
almost doubling in the relative risk (RR) was performance
status 3 or 4 (RR: 1.9, 95% CI 1.6-2.4; p<0.001). With per-
formance status, a score of >2 is frail according to the sim-
plified frailty system, but 2 is very different to 3 or 4. A
score of 3 means that the patient is not up and about for
more than half the time they are awake. Performance status
3 or 4 is not represented in almost all clinical trials in MM,
and such patients have a poorer prognosis, even compared
to patients with biologic high-risk disease.

In the MAIA trial, almost half of the patients included
were considered to be frail, but this was primarily driven
by age >80 years. In fact, 16% of the patients had a perfor-

mance status >2, but the majority of this group had a score
of 2, and not 3 or 4. Only 1.3% of patients in this trial had
a creatinine clearance of <30ml/min, and so the really frail
patients with advanced renal failure were not included.

In a recent systematic review> by Mian et al., the preva-
lence of frailty in MM ranges from 17% to 70%. We also
need to acknowledge that frailty is a dynamic concept, and
this area has largely been unexplored, so a one-time frailty
assessment is far from sufficient.

RECOMMENDED APPROACH TO INITIAL
THERAPY OF FRAIL MM PATIENTS

The most common two regimens used world-wide in the
treatment of NDMM are VRd (bortezomib, lenalidomide,
and dexamethasone) and DRd (daratumumab in combina-
tion with lenalidomide and dexamethasone). With such
regimens, patients will survive for longer than 4 or 5 years,
provided they are able to receive these regimens at the right
dose and schedule. In the updated analysis of the SWOG
S0777 trial, the median overall survival (OS) with VRd was
>65 months, and the 5-year OS was 55%. In the MAIA trial,
the median OS with DRd was >60 months, with a 5-year OS
of 66%. Both these regimens are good options for newly di-
agnosed myeloma in patients who are not candidates for
stem cell transplantation. However, at present, we do not
have data from randomized clinical trials comparing VRd
or DRd, and very limited data to guide therapy for frail pa-
tients. These two trials cannot be easily compared since the
inclusion criteria varied significantly. The SWOG trial* in-
cluded only 39% of patients aged >65 years, whereas al-
most all (99%) patients in the MAIA trial were in this age
group. Thus, one must make judgement calls when select-
ing between these two regimens. One consideration is that
with VRd, we give three drugs only for six months, followed
by oral lenalidomide or lenalidomide plus dexamethasone.
With DRd, however, the daratumumab-based triplet is con-
tinued monthly until progression, for perhaps 5 or 6 years.
Some considerations for choice of initial therapy relates
to the baseline status of the patient; neuropathy risk versus
infection risk when deciding on a regimen. Cost is another
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important key parameter. Bortezomib is now inexpensive
in most parts of the world whereas daratumumab remains
very expensive. Thus, access and cost must be considered as
part of the decision-making process. Convenience and fea-
sibility are also important as very frail or elderly patients
may not be able to visit monthly for daratumumab and may
be only able to get oral therapy.

In patients who are considered too frail to be able to
tolerate triplet therapy, one could use just the Rd doublet
as shown in the FIRST trial,> and consider the addition
of daratumumab later in the disease course (eg. first re-
lapse). In patients with acute renal failure for whom up-
front lenalidomide is not feasible, we usually rely on reg-
imens such as daratumumab, bortezomib, dexamethasone
(DVd) or bortezomib, cyclophosphamide, dexamethasone
(VCd).

A key factor besides selecting the appropriate regimen
for initial therapy is selecting the optimal dose and dura-
tion. There is a true gap between the recommended or ap-
proved dosage of a given drug, and the actual dose a patient
can receive. For example, if VRd is used as per the SWOG*
trial (twice weekly, intravenous), many patients will expe-
rience a high rate of neuropathy compared to the preferred
once-weekly subcutaneous dosing. In frail patients it be-
comes even more important to adjust the dose and schedule
according the patients’ clinical and functional status and
comorbidities. This was the concept behind the “VRd-lite”
regimen, where both the lenalidomide and dexamethasone
doses are reduced, while bortezomib is given once per week
subcutaneously.® This regimen has proved to be useful in
frail patients. The same can be applied to the DRd regimen,
by just reducing the dose of lenalidomide to 10 or 15 mg.
The dexamethasone dose is commonly reduced to 20 mg
once per week in patients age>70, but for elderly frail pa-
tients this can be further reduced if necessary. In fact, we
recommend stopping dexamethasone after a few months in
responding frail patients, so as to reduce the risk of infec-
tions and serious complications in the long-term. The ul-
timate goal should be to adjust the dose, and duration of
therapy to achieve a situation whereby the patient can tol-
erate the treatment and receive it for long enough.

FUTURE PERSPECTIVES FOR FRAIL MM
PATIENTS

For the clinical trial-eligible frail patient (e.g. a frail patient
aged >80 years who has no heart failure, and does not
have performance status 3 or 4), the biologic MM risk has
to be considered as a priority because often one needs to

administer treatments differently, particularly for mainte-
nance. On the other hand, for very frail patients (perfor-
mance status 3 or 4, or multiple comorbidities), we need to
be careful in selecting the appropriate regimen, dose and
schedule, and be willing to initiate therapy with doublet
or even monotherapy until the clinical condition allows es-
calation if needed. These patients will have to be studied
in clinical trials based on frailty scores. An ongoing trial
by ECOG (Eastern Cooperative Oncology Group) of patients
who might not have qualified for the MAIA trial, is inves-
tigating VRd-lite versus DRd-lite. The use of the simplified
frailty index based on performance status, comorbidity in-
dex, and age, should be encouraged in routine clinical prac-
tice. The use of this score will help managing elderly pa-
tients not eligible to clinical trial regimens, especially if
they cannot receive a triplet regimen.”
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