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Abstract

This commentary deals with the need of an early integration between hematologist and palliative care specialists as well as pain
therapists as a routine basis in order to ensure the best management of patients affected by acute leukemia from the onset of the
disease and in the stages of causal therapy. This strategy could limit the burden of painful symptoms and, in addition, avoid
unnecessary suffering to patients, ensuring the best conditions for optimal outcome of these patients with extremely high clinical
complexity and symptomatology who receive intensive treatments or who are managed with novel treatment approaches.
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Introduction

While a wealth of information is available on symptom bur-
den reported by patients with solid tumors, substantially less
empirical data is available for patients with leukemia, and this
is particularly true for patients with acute leukemia (AL)
[1-3]. Although pain and related distressing complaints are
common in the daily clinical practice of hematologists, these
are not always adequately reported and appropriately treated
[4]. Pain and its related symptom complications following AL
treatment are important causes of morbidity and health-related
quality of life (HRQOL) impairments. In the setting of AL,
pain may be a troublesome symptom and may be due to very
different causes and pathogenic factors in all disease phases
[4]. The lack of uniformity and guidelines in pain manage-
ment in this challenging setting also represents an important
problem, as outlined by a recently published study [5] which
reported a high variability across institutions in the use of pain
medication among pediatric AL patients. Although some data
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regarding pain in patients with more advanced patients with
AL are available [1], there is paucity of data on pain during
active AL therapies [2, 3]. Therefore, the recent paper by
Shaulov et al. [6] is an important one providing novel infor-
mation in this research area. In a large population of 318 AL
patients (of whom some 90% were newly diagnosed), the
authors documented that about half reported pain, and in
one-third of them, this was of severe intensity [6]. In their
sample, they included patients with acute myeloid leukemia
(AML), acute promyelocytic leukemia (APL), and acute lym-
phoblastic leukemia (ALL) and basically included only pa-
tients receiving intensive chemotherapy treatments. For exam-
ple, APL patients receiving a chemotherapy-free treatment
(i.e., all-trans retinoic acid plus arsenic trioxide) were exclud-
ed [6]. This percentage of patients reporting pain is in line with
what was found in a previously reported observations [2, 3],
and, interestingly, it is basically the same percentage found in
a recent study documenting long-term HRQOL and symptom
burden in APL patients treated with standard chemotherapy
several years after treatment [7]. This might suggest that pain
could also be a persistent problem over the long-term period in
AL patients treated with intensive regimens. In the study by
Shauolov et al. [6], the three most common sites of pain were
oropharynx, head, and abdomen, and severe pain was associ-
ated with younger age, performance status, and longer time
from the start of chemotherapy [6]. Although the authors used
a validated patient-reported symptom measure, this only
allowed examining the relationship between pain with other
physical and psychological symptoms. The inclusion of an
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additional cancer-specific HRQOL questionnaire could have
been of value, for example, to better understand not only the
relationships between pain severity and specific symptoms but
also other more general HRQOL aspects, such as overall qual-
ity of life, social or emotional functioning. An important data
emerging from this study was that, although all medical avail-
able measures were applied in order to mitigate symptom
burden by the hematology team, the authors reported that only
less than 1% of patients receiving aggressive induction che-
motherapy were referred to palliative care (PC) specialists in
the early phase of disease, such as soon after the diagnosis or
before the start of treatment [6]. The predictability of pain and
related distressing symptom burden in patients undergoing
induction chemotherapy for AL highlights the need to
implementing measures of prevention, starting with early sup-
portive care [8, 9], as suggested by the authors [6]. The appli-
cation of early supportive care as well as an integrated multi-
disciplinary team approach in this patient population could be
critical to optimize patient management and avoid unneces-
sary (or at least partly avoidable) suffering. This is indeed a
major challenge of modern hematology [8, 9]. The spectrum
and complexity of pain in this setting can be dynamic and
continuously changing (fluctuating pain) according to a pat-
tern of sustained/persistent acute pain, often with negatively
prognostic pathophysiological components, such as the inci-
dent and neuropathic features [1, 4], rather than chronic pain,
as observed in patients with solid tumors. Hence, there is a
need to continuously adapt and modify the pain management
in relation to the fluctuations of pain as well as the analgesic
responses. The latter may include non-opioid agents, opioids,
and adjuvant drugs, such as anticonvulsants. In this context,
the choice of the appropriate route of administration and titra-
tion of therapeutic agents as well as the prevention and treat-
ment of the side effects induced by pain medication are of
crucial importance. All these aspects involve delicate attention
to polypharmacy management, also given the possibility of
drug interactions among commonly administered drugs (such
as chemotherapeutic agents and anti-infective compounds)
and analgesics [4]. In addition, a timely interplay between
different specialists, beyond the mere consultation visit, such
as the hematologists and PC and pain medicine specialists was
facilitated since the onset of illness may have crucial value in
improving outcomes of patients [8, 9]. Indeed, patients with
hematologic malignancies have unique PC needs, and the po-
tential value of early integration of PC in these patients has
already been acknowledged [8]. However, the relative lack of
knowledge regarding pain and related symptom burden in the
AL setting, together with the general attitude of hematologists
to continue treatments, sometimes even futilely aggressive, up
to the most advanced stages of illness, could represent an
important barrier to the patient’s referral to PC services [10].
As result, despite many unmet PC needs related to the symp-
tom burden and the general sufferance afflicting, often
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severely, patients with hematological malignancies are rarely
treated by hematologists in collaboration to PC services
[8—10], although the beneficial role of an early referral and
of an integrated and simultancous care approach has been
claimed [9, 10]. To conclude, Shaulov et al. [6] should be
applauded for having provided novel empirical data that un-
derscore the important problem of pain management during
active treatment and for having noted the need to test the value
of early PC interventions in AL patients with ultimate goal to
improve symptom control.
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