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Supportive Care: Low Cost, High Value
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Supportive care aims to prevent and manage adverse effects of cancer and its treatment across the entire
disease continuum. Research and clinical experience in dedicated centers have demonstrated that early
appropriate supportive care interventions improve symptoms, quality of life, and overall survival in a cost-

. effective manner. The challenge is to assess symptoms and needs with validated tools regularly and, ideally,

between clinic appointments; electronic patient-reported outcome measures and dedicated easily accessible
supportive care units can help. As management of certain problems improves, others come to the fore. Cancer-
related fatigue and malnutrition are very frequent and need regular screening, assessment of treatable causes,
and early intervention to improve. Pharmacologic agents and phytopharmaceuticals are of little use, but other
interventions are valuable: physical exercise, counseling on fatigue, and cognitive behavioral therapy/mind-
body interventions (e.g., for fatigue). Nutrition should be oral, rich in proteins, and accompanied by muscle
training adapted to the patient’s condition. Psychological and societal counseling is often useful; nausea
or other problems such as gastrointestinal dysmotility or metabolic derangements must be tackled.
Chemotherapy-induced peripheral neuropathy frequently worsens quality of life and has no established
prevention strategy (notwithstanding current interest in cryotherapy and compression therapy) and thus
requires careful assessment of patient predisposition to develop it with the consideration of feasible dose and
treatment alternatives. When painful, duloxetine helps. Nonpharmacologic strategies, including acupuncture,
physical exercise, cryotherapy/compression, and scrambler therapy, are promising but require large phase lll
trials to become the accepted standard. Personalization of chemotherapy, dependent on realistic goals, is key.

EARLY AND APPROPRIATE INTEGRATION OF
SUPPORTIVE CARE IN TREATMENT OF PATIENTS
WITH CANCER

The Multinational Association of Supportive Care in
Cancer definition of supportive care highlights “the
prevention and management of the adverse effects of

needs, which vary and evolve over time. Multiple possible
assessments and interventions tailored to cancer-
related symptoms and toxicities of anticancer treat-
ments are listed, including appropriate prevention and
training goals agreed in the ESMO/ASCO curriculum.

A cancer pandemic has been triggered by the COVID-

cancer and its treatment. This includes management
of physical and psychological symptoms and side ef-
fects across the continuum of the cancer experience
from diagnosis through treatment to post-treatment
care. Enhancing rehabilitation, secondary cancer pre-
vention, survivorship, and end-of-life care are integral to
supportive care.”* In 2012, ASCO was the first oncology
society to publish a clinical opinion on integration of
palliative care in oncology, to then update and establish
it,? and to develop a global resource-stratified guideline .
The European Society for Medical Oncology (ESMO) has
also stated in 2014 that oncologists should be com-
mitted to preserving the quality of life of patients with
cancer through the entire “cancer journey,” including
optimal supportive care.* In a more recent position
paper on supportive and palliative care,® ESMO has
suggested that the term “patient-centered care” be
used to cover both supportive and palliative care ap-
proaches during the continuum of cancer illness, with
regular multidisciplinary team assessments of patients’

19 crisis, leading to delayed diagnoses and initiations
of treatment that will have a staggering cost in hu-
man lives.® Thus far not quantified is the impact of
the COVID-19 pandemic on quality of treatment and
supportive care for patients with cancer. New barriers
to access to cancer specialists, clinics, and hospitals,
perceived or real, mean that many patients may have
unnecessary symptoms caused by disease or toxicity
of oncologic treatments. Unfortunately, this comes at
a time when it has been established beyond doubt that
appropriate timely supportive care interventions im-
prove symptom burden, performance status, overall
management costs, and survival.

Basch et al” used electronic patient-reported outcome
measures systematically to monitor patients’ symptoms
and to detect problems earlier. Through early inter-
vention, this led to improved symptom management,
decreased symptom severity and number of hospitali-
zations or emergency room visits, and increased sur-
vival, probably through more time on effective therapy.®
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PRACTICAL APPLICATIONS

e The “cancer pandemic” caused by the COVID-
19 crisis raised obstacles for patients to be
treated in a timely fashion but also to reach
appropriate and early supportive care.

e Regular symptoms-monitoring using digital
patient-reported outcome measures or
dedicated supportive care units facilitating
information access and management of
symptoms will improve symptom burden, per-
formance status, overall management costs,
and survival.

e Cancer-related fatigue is among the most dis-
tressing issues for patients with cancer and
should be approached mainly with non-
pharmacologic interventions.

e Nausea and other risks of malnutrition require
close attention and multiprofessional care.

e Neuropathy symptoms must be monitored, and
dose reductions/modifications should be
considered based on functional status.

Concurrently, patients with lung cancer after initial treatment
were randomly assigned in five French centers® to either
receive routine clinical and CT scan follow-up or web-guided
follow-up. In this latter group, weekly patient-scored symp-
toms triggered an alert when predefined criteria were met. In
the experimental arm, progression was spotted earlier, and
performance status had not yet significantly deteriorated in
a higher proportion of patients who were thus able to receive
optimal treatment, leading to a 7-month improvement in
overall survival that increased with longer follow-up.©

VARIOUS MODELS OF EARLY SUPPORTIVE CARE
IMPLEMENTATION HAVE BEEN DEVELOPED

One strategy is regular digital monitoring and management
of symptoms and needs using regular electronic patient-
reported outcome measures, as pioneered by the above-
discussed trials, with data being evaluated by the cancer
professionals treating the patients, often primarily led by
experienced nurses.!! This approach has the advantage of
picking up deteriorations in overall well-being between
scheduled clinic visits and potentially predicting toxicity,
with high patient and health care provider satisfaction with
improved workflow in oncology units and time savings by
reduction of phone calls and emergency visits.'?> Modern
digital health monitoring apps allow both an overview of
all patients in the program within the last week (Fig. 1) and
of symptoms development in given patients over time.
Given the wide availability of smartphones, even in low-
income countries in which primary care structures may
be weak and access to specialist care constrained, such
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follow-up strategies, possibly automated, may greatly im-
prove outcomes.

Another strategy developed in many cancer centers world-
wide is the establishment of ambulatory and inpatient sup-
portive care units that grant patients low-barrier access to
expertise in supportive care while at the same time mini-
mizing disruption to acute oncology clinics. The Multinational
Association of Supportive Care in Cancer has begun to certify
centers of excellence in supportive care in cancer that apply
this principle to optimize supportive care along the whole
disease trajectory.®

Finally, successful models of supportive care implementation
are promoted by national supportive care societies, such
as those of France (Association Francophone des Soins
Oncologiques de Support), Italy (Network Italiano Cure di
Supporto in Oncologia), Russia (Russian Society of Sup-
portive Care in Oncology), India (Indian Association of
Supportive Care in Cancer), and Japan (Japanese Associa-
tion of Supportive Care in Cancer). In the United Kingdom,
the “enhanced supportive care” program initiated by Dr.
Richard Berman, consultant in palliative care at the Christie
Hospital, was so successful regarding earlier referral of pa-
tients with supportive care needs, improved symptom control,
improved quality of life, improved overall survival, and re-
duced health care costs that the National Health Service in
the United Kingdom supported its implementation in 21
cancer centers across the United Kingdom.* The key steps
in achieving this feat in the United Kingdom are summarized
in this guidance document.*®

As availability and quality of supportive and palliative care
have improved, there have been vast shifts in symptoms and
toxicities most feared by patients and their families.’® A
classic example is the fear of vomiting with highly emeto-
genic chemotherapy; this was once a nearly universal oc-
currence. Advances in understanding emesis mechanisms,
an early report,'” and rigorous trials that established 5-HT3
antagonists as standard in nausea and vomiting led to
recognition of this supportive care breakthrough as one
of ASCO’s top five advances in 50 years.'® Incorporation
of neurokinin 1 receptor antagonists and olanzapine in
strategies to optimize antiemetic efficacy!'® has further im-
proved nausea and vomiting control, the latter drug also
being cheap and widely available. However, adherence to
guidelines for prevention of nausea and vomiting is still low
in certain settings,?° and nonadherence is associated with
avoidable acute health care use and costs.?!

High-quality guidelines exist for most supportive care topics.
Table 12322 provides an overview of selected guidelines,
as well as the ASCO guidelines (www.asco.org/research-
guidelines/quality-guidelines/guidelines/supportive-care-and-
treatment-related-issues%20), ESMO guidelines (www.esmo.
org/guidelines/supportive-and-palliative-care), and National
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FIGURE 1. Bird's-Eye View of Symptoms for Patients Replying to a Chemotherapy Questionnaire in the Last 2 Weeks
Symptoms are sorted by ascending fatigue severity. Each line represents a patient, and each column represents a symptom.

Comprehensive Cancer Network recommendations (www.
ncen.org/professionals/physician_gls/default.aspx#supportive).

This 2021 ASCO Annual Meeting educational session this
article is based on will further focus on three major symptoms
that are leading current symptoms and toxicities lists and
on where appropriate intervention (or refraining from thera-
pies with unproven benefit) may greatly improve the well-being
of patients with cancer.

EXHAUSTED: DEALING WITH FATIGUE

Cancer-related fatigue is defined as a distressing, persistent,
subjective sense of physical, emotional, and/or cognitive

tiredness or exhaustion related to cancer and/or cancer
treatment. Cancer-related fatigue is not proportional to re-
cent physical activity and interferes with usual functioning.
In comparison with the fatigue experienced by healthy in-
dividuals, fatigue related to cancer is seldom alleviated by
rest or sleep. 242645

Cancer-related fatigue is reported by 60% to 65% of pa-
tients and can occur at any time for patients with cancer,
before, during, and even long after the completion of an-
tineoplastic treatment. Cancer-related fatigue occurs in up
to 40% of patients at diagnosis, 80% and 90% of patients
during chemotherapy and radiotherapy, respectively, and

2021 ASCO EDUCATIONAL BOOK | asco.org/edbook 3

Downloaded from ascopubs.org by 95.238.121.128 on April 10, 2021 from 095.238.121.128
Copyright © 2021 American Society of Clinical Oncology. All rights reserved.


https://www.nccn.org/professionals/physician_gls/default.aspx#supportive
https://www.nccn.org/professionals/physician_gls/default.aspx#supportive
http://asco.org/edbook

Popescu et al

"Jooue) Ul a1e) aAIModdng JO UONeroossSy |euoneulniy ‘DISYIN -ASojoouQ |edlps|y Jo) A18100S ueadoind ‘QINST ‘Suoleirsiqqy

2180 aAljel|led 0} S$8d2e Ajiea

9AI903J P|N0OYS JaduBRd PaduUBAPE UYlIM siusiiedino pue sjusiiedu) (£102) -Ie 18 [|184  Sumas AS0j0ouo Ojul 8420 aAlel|led Jo uolneiSeiu|
Juswadeuew
ured pue ‘poddns [enpuids ‘poddns |eroosoyoAsd oy spiepuels (8102) ¢le 1 uewsp SuIpLs |eqo|3 BU} Ul 21D BAlel||ed
JuBWILaJ} JO} SUOIBPUBLIWIODS)
wJojul 01 Gg a3e ueyl Jap|o Sjualled IO} JUBWISSASSe JLjelIar) (8102) /e 18 3lIYo s)npe Jap|o :suoneindod s|gelauinp
SUOIJUBAJIBLUI |BDISINS SAI}RAIBSUOD pue ‘Sonoigiue mel ay}

‘SASULI UINOLLI [BIGOIDILLIIUR UJIM JUSWIESL} ‘918D dAIUSASId  (BTORZ) 2IB 10 WOJBA (#T0OZ) el 10 UBWSI0D  (6T0Z) zl€ 10 WOIBA  JO SISOI0BUOR)SO pajejal-uoljedlpalu/yljesy auog

SOI10IgIUE puB UoRdajUl Jo) 8unsa] Sulpn|oul ‘SUoRUSAISIUI

aNISSaI33e ‘apiwelado| pue spinjy Yim uonuaaaul Alies (8T02) 1,1© 18 1509 (¥002) oyl€ 10 uosuag eayllelqg
(6102)
%02 Alerewxoidde s| ejuadolinau a|uqga) selB 18 snijyog

JO YSIJ 8U} UBUM PRJUBLIBM S 3SI4 8U} 9dnpaJ 0} ash dnoejAydoid (8T02) «lB 10 0udey  (GTOQ) ,cle 10 yws $10}0B} YIMOID)

(0102)
juswijes.} Juaedino Ioj xapu| Jaoued JOSYIN ‘sonolgiue Aue3 (T202) 9eJISVIN ¢l 19 sloineN ap  (8T02) e 10 zyde] eluadosinau a|uqa4
pepesu e (0202)
S9I10IX0} JO Juswadeuew Aleuldiosipinw pue uljoluow aso|) ccle 10 uododey  (/102) sle 18 usueeH (8102) ¢lB 1 Jawyeig SJUBAS 8SIBAPE duNWIW|

AdeJlayy Jase|
[9AS]-MO| pue ‘(ulwaliied/T-49Y) T-10108) YImoIS s1A00unrIoY

UBWNY JuBUIqUO028) ‘AdeIayloAld [BIO ‘BJed |BJ0 aunlnoy (0202) ol 10 PeI3 (1T0Z) &lB 10 Uosisled SIISOON|A
A3e1841S

a130j00eweyd usaoid Ajuo sunexojnp :A3ejel)s uoijuoaaid oN (0202) gzl€ 18 uepior (0z02) ,zle 18 1zuudo Ayjedoinan

suofuanaul d130j00eweyduou 3uisiwold ‘Aleindal ueaos (0202) ozl8 10 1984 (#102) yzl€ 10 Jamog an3dne4

suonuaniul o13ojooewieyd
aslopua A|Buolis 0] 82UBPIAS JUBIDINSUI ‘BUIpad) |eiajualed
/|eJajua aunnoJ ploAe ‘Buljasunod Aiejaip Jayo ‘Aleindal usaidS (£102) ¢ lB 18 Spusly (Y102) /e 18 Jamog BIXoOBD/I90URD/UOIIIINN

$9210Ud P00} 9|qISUSS UO 8SIApE
pue ‘uled pue Jes} ajelrs|je ‘Jusde Jo |enusjod ojus3oieLLS UO
paseq soljaLsliue Joj Suoido andsal pue uoiuaAald sulwlsled  (9T0Z) ¢Ie 10 elloy (9102) ¢z12 10 BlIoY  (0202) 2.1 18 U1eyseH 3uiwoA pue easnen

SUOI}EPUBILIOIAY |RIBUIY [(1eap) 9duaIa)aYy [(deap) 92uaIa)ay [(1eap) @duaiaey Kyo1xo 1 jwoydwiAg
‘oyiny 3si14] 2ISVIN “loyny 1si14] OWS3  “loyny Isiid] OISV
wsljogels|y pue UoUINN [ea1uld Joj A18190S
ueadoin3 ay} pue ‘Jaoue) uj aie) aapoddng Jo UoNeID0SSY [euolieulniy ay} ‘AS0j00uQ [B2IPaIA 0} A1a100S ueadoing 8y} ‘0SY Wol4 SauljapIing aie) aapoddng pajos(as Jo MaIRAD *| 319VL

Downloaded from ascopubs.org by 95.238.121.128 on April 10, 2021 from 095.238.121.128
Copyright © 2021 American Society of Clinical Oncology. All rights reserved.

4 2021 ASCO EDUCATIONAL BOOK | asco.org/edbook


http://asco.org/edbook

Supportive Care: Low Cost, High Value

in approximately 30% to 35% of patients in the post-
treatment phase.

Possible causes of cancer-related fatigue are 5-HT neuro-
transmitter dysregulation, vagal afferent activation, alterations
in muscle and ATP metabolism, hypothalamic-pituitary-
adrenal axis dysfunction, circadian rhythm disruption, and
cytokine dysregulation.*®

All patients with cancer should be routinely screened for the
presence and severity of fatigue at their first visit and then
during therapy and approximately every year in the post-
treatment phase. Screening should be done using brief and
validated tools with established cutoff values for severity,
such as the Numerical Rating Scale and the Brief Fatigue
Inventory, which integrate the assessment of fatigue severity
and its impact on important functional domains. For pa-
tients who test positive for cancer-related fatigue (values of
Numerical Rating Scale > 3, indicating moderate to severe
fatigue), it is necessary to identify treatable contributing
factors (e.g., anemia, pain, sleep dysfunction, weight loss,
concomitant medications such as opioids, and type of
anticancer therapies) and comorbid conditions (e.g.,
endocrinopathies; cardiopulmonary disorders; hepatic, re-
nal, and neurologic dysfunctions). To do this, oncologists
should address the fatigue history, perform a physical ex-
amination, evaluate the status of the malignant disease and
psychological status of the patient, and ask for a minimum
battery of laboratory tests.?®

If patients refer with mild fatigue (Numerical Rating Scale
< 3), not interfering with activities of daily living, patients
can be reassured and counseled about strategies for coping
with fatigue (physical activity and energy conservation). If
patients refer with moderate/severe fatigue (Numerical
Rating Scale > 3) interfering with activities of daily living, the
factors that contribute to cancer-related fatigue should be
identified and, whenever possible, treated. Management of
cancer-related fatigue can benefit from both pharmacologic
and nonpharmacologic interventions.

Several randomized, double-blind, placebo-controlled stud-
ies have been carried out to evaluate the fatigue effects of
various pharmacologic, phytopharmaceutic, and nutraceutic
interventions. At the present time, no pharmacologic treat-
ment has been approved by the U.S. Food and Drug Ad-
ministration for the management of cancer-related fatigue.

Psychostimulants have been evaluated in 19 randomized
controlled trials (11 with methylphenidate and dexmethyl-
phenidate, four with modafinil, three with armodafinil, and
one with dexamphetamine). In 15 of these trials, no supe-
riority with respect to placebo was demonstrated, whereas
four studies showed less fatigue with methylphenidate. As
a result, more well-conducted studies are still necessary to
define the role of psychostimulants.

Antidepressants were studied in three double-blind con-
trolled studies (two using paroxetine and one sertraline) of
patients with fatigue submitted to chemotherapy and did not
demonstrate superiority with respect to placebo.

The acetylcholinesterase inhibitor donepezil was not su-
perior to placebo in controlling fatigue.

Two double-blind studies with corticosteroids (one with
dexamethasone and one with methylprednisolone admin-
istered for 7-14 days) have been carried out with patients
with end-stage cancer and demonstrated superiority with
respect to placebo.

Eszopiclone, a sedative hypnotic drug, and the progestinic
agent megestrol acetate have not yet shown enough
evidence to be recommended for cancer-related fatigue
treatment.

In conclusion, all studied drugs evaluated for cancer-related
fatigue, with the exception of dexamethasone and meth-
ylprednisolone for patients with terminal cancer, yielded
negative results.

There is not enough evidence to support the use of either
phytopharmaceutics such as American or Wisconsin gin-
seng (Panax quinguefolius) or Asian ginseng (Panax gin-
seng), guarana, mistletoe (Viscum album), or astragalus or
nutraceutic agents such as L-carnitine, coenzyme Q;o,
melatonin, or taurine for the management of cancer-related
fatigue. In one study, Wisconsin ginseng was superior to
placebo, but this study enrolled a very heterogenous cancer
population (different neoplasms and different stages of
disease).

Nonpharmacologic interventions have been carefully stud-
ied. The role of physical exercise for patients with cancer-
related fatigue during and after active cancer treatment has
been documented by multiple systematic reviews and
meta-analyses. Some guidelines encourage 150 minutes of
moderate aerobic exercise per week, such as fast walking,
cycling, or swimming, with an additional 2 to 3 days of
strength training per week, such as weightlifting, unless
contraindicated (e.g., extensive lytic bone metastases, fe-
ver, or active infection).

Psychosocial interventions (e.g., information on cancer-
related fatigue, its potential causes, and contributing fac-
tors) should be offered to patients with cancer. Counseling
can help patients cope with fatigue (recommendations
about physical activity, energy preservation, and how to
delegate less important activities). Psychoeducation may be
helpful for patients to identify sources of psychosocial
distress and eliminate stress-producing activities whenever
possible. Cognitive behavioral therapy has been demon-
strated to decrease cancer-related fatigue, addressing the
following factors: coping with the experience of cancer, fear
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of disease recurrence, dysfunctional thoughts and beliefs
regarding fatigue, sleep dysregulation, and so on.

Mindfulness-based clinical interventions combine meditation
exercises with psychoeducational elements, cognitive-
behavioral interventions, and movement exercises. Mindfulness-
based clinical interventions in oncology demonstrated some
benefits in the management of cancer-related fatigue for
patients after treatment.

A Cochrane review evaluating 24 studies carried out with
patients with breast cancer showed that yoga reduced
cancer-related fatigue compared with no therapy. This has
been confirmed recently by a systematic review including
29 randomized controlled trials. Finally, a randomized
clinical trial conducted in 410 survivors of cancer showed
a significant effect of yoga on cancer-related fatigue.

Several randomized controlled trials have been carried out
to evaluate acupuncture for the control of cancer-related
fatigue. Recently, a meta-analysis of 10 randomized clinical
trials including 1,327 patients who have completed cancer
treatment showed that acupuncture reduced cancer-
related fatigue.

The following other mind-body interventions may offer some
benefit against cancer-related fatigue, although additional
studies, particularly of patients after cancer treatment, are
needed: biofield therapies (touch therapy), massage, music
therapy, relaxation, moxibustion (applications of heat of
burning herbs on the skin), reiki, and gigong (traditional
Chinese energy exercises and therapies).

NUTRITION AND NAUSEA

Weight loss occurs frequently during anticancer treatments
and impacts quality of life, completion of therapies, and risk
of complications. For many patients with advanced cancer,
ongoing weight loss and accelerated catabolism lead to
malnutrition (weight loss > 5%), sarcopenia (low muscle
mass, below the fifth percentile of healthy reference), and
cachexia (disease-related malnutrition [i.e., weight loss wors-
ened by activated systemic inflammation]),*”*® with nega-
tive effects on quality of life, activities of daily living, and
overall prognosis. Nausea may exhaust patients during
anticancer treatment and during advanced disease, restricting
quality of life and body resources.

Best supportive care regarding nutrition requires (1) early
identification of patients at risk, performed most reliably
using validated screening tools; (2) careful diagnosis of
relevant impairments, best performed as professional as-
sessment by trained experts; and (3) individualized targeted
supportive care aiming to abolish or at least diminish
symptomatic and prognostically unfavorable deficits.?54°

All patients with cancer should be screened every 3 to 6
months, if with stable disease, or else more frequently for the
risk or presence of malnutrition. A number of validated brief
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questionnaire tools are available (Numerical Rating Scale
2002, Malnutrition Universal Screening Tool, Malnutrition
Screening Tool, Short Nutritional Assessment Question-
naire, etc.)®; it is less important which tool to choose than to
reliably screen all patients. Most screening tools ask for the
presence of weight loss, impaired food intake, and a feeling
of sickness. Further expert assessment should ask diligently
for nutritional impact symptoms impairing food intake;
quantify body resources (body weight and, if possible, body
composition [e.g., by anthropometry, bioelectrical imped-
ance, or CT if available]); estimate food (including protein)
intake; define gastrointestinal deficits and metabolic de-
rangements such as systemic inflammation; determine the
physical activity level; and, finally, screen for the presence of
chronic pain and for psychological and social distress.®

While designing and preparing for nutritional care, if re-
quired, expert support should be invited from gastroen-
terology, surgery, pain specialists, psychologists, and social
workers. The first goal of nutritional care should be to enable
the patient to eat normally or, if this is not possible, to offer
dietary counseling to allow adequate feeding by imple-
menting changes in food selection, food texture, meal
frequency, guidance on choosing high-energy, high-protein
foods, enriching foods (e.g., by adding fat/oils, protein
powder), and use of oral nutritional supplements. If these
measures prove inadequate, tube feeding should be offered
if the lower gastrointestinal tract is working; otherwise,
parenteral nutrition is the method of choice. Separate routes
of feeding may be combined for optimal effect. Nutritional
requirements depend on age, sex, physical activity, disease-
associated metabolic rate, and other factors, but in general
may be assumed as a first approximation to be per kilogram
body weight and day: energy, 25 to 30 kcal; water, 30 to
40 mL; protein, 1.2 to 1.5 g; carbohydrates, 3t0 4 g; fat, 1
to 1.5 g. In tube feeding and parenteral nutrition, require-
ments of electrolytes, vitamins, and trace elements must
be supplied daily.2®

To antagonize catabolism of body proteins in general and
muscle mass in particular, nutritional interventions for pa-
tients who are catabolic and cachectic should ensure an
adequate provision of proteins (see earlier) and should al-
ways be accompanied by muscle training, best guided by
a physiotherapist or exercise physiologist. Physical exercise
is known to mediate anabolic and anti-inflammatory effects.
In addition, to attenuate systemic inflammation, every effort
should be made to prevent and rapidly treat bouts of in-
fection, use surgical techniques minimizing metabolic stress,
avoid and effectively treat all wounds, and, given the presently
not clearly defined benefit-risk ratios, prudently consider
symptomatic anti-inflammatory agents (e.g., corticosteroids,
nonsteroidal anti-inflammatory drugs, or long-chain n-3 fatty
acidsffish oil).?> Several pharmacologic agents are being
studied to enhance appetite, stimulate protein anabolism,
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and dampen systemic inflammatory activity; the growth
hormone receptor analog and appetite stimulant anamorelin
recently has been approved for use in cancer cachexia in
Japan,®! whereas none of the other experimental agents have
reached approval yet.

Nausea may be induced by pharmacologic agents (e.g.,
opioids, chemotherapy agents) and other toxins, gastroin-
testinal motility disorders (e.g., obstruction, stenosis, pa-
resis), stomatitis, [hypolpharyngeal disorders or esophagitis
(e.g., radiation injury, thrush), metabolic derangements
(hypercalcemia, uremia), and raised intracranial pressure
(e.g., brain metastases).>? Nausea may also result indirectly
from pain, fear, or other serious psychological stressors.
Fear and stress should be alleviated, and all settings that
might possibly induce nausea via sight or odor should be
avoided. In cases of exulcerated wounds, small bowls may
be positioned (filled with coffee powder, lemon, or mint).
Prevention and treatment of chemotherapy-induced nausea
and vomiting should follow standard guideline recom-
mendations, including the structured use of dexametha-
sone, serotonin/5-HT3 inhibitors, and the neurokinin 1
antagonist aprepitant.?®> In the palliative setting, the fol-
lowing agents are recommended as single agents: butyro-
phenones (droperidol and haloperidol) in low doses for
metabolic/toxic causes; metoclopramide or domperidone
for gastroparesis; diphenhydramine in case of brain me-
tastases or in cases of accompanying hypersalivation or
diarrhea; phenothiazines (promethazine, levomeproma-
zine) are effective but should be limited to very low doses
because of side effects of dizziness and sedation; and
corticosteroids are effective especially in cases of brain
metastases. Escalation may be achieved by combining
butyrophenones and metoclopramide or metoclopramide
and phenothiazines. Finally, serotonin antagonists may be
added.®? If all these efforts fail, agents may be applied
intravenously with separate infusion of fluids and nutrients.
A percutaneous endoscopic gastrostomy may be inserted
to drain gastric fluids, and gastrointestinal secretions
may be reduced effectively by parenteral somatostatin or
analogs.>®

Nutritional guidance should include conveying the impor-
tance of adequate drinking to replace fluid losses, loose
clothing, keeping the head elevated, getting distracted by
reading or other media, trying to carefully warm the belly,
and using ginger (fresh, tea, or other).®* Examples of
practical knowledge include chewing well and slowly and
drinking slowly, chewing some dry bread before rising from
bed, preferring several small to few large meals, trying warm
broth, preferring simple foods with few ingredients to fa-
cilitate detection of incompatibilities or aversions, preferring
light foods and steaming to roasting, and trying soft foods,
possibly puréed; oatmeal gruel may be helpful, as may be
bitter vegetables (e.g., endive, radicchio). Fatty and spicy

foods, foods with a strong aroma or smell, and flatulent foods
(e.g., cabbage, legumes, onions) are best avoided.

CHEMOTHERAPY-INDUCED PERIPHERAL NEUROPATHY

Chemotherapy-induced peripheral neuropathy (CIPN) is
among the most common adverse effects of chemotherapy.
Symptoms can include pain, tingling, numbness, and in-
creased temperature sensitivity. The chemotherapeutic
agents most commonly associated with CIPN include
paclitaxel and oxaliplatin, although this toxicity is reported
with a variety of other agents, including other taxanes
(docetaxel) and platinum agents (cisplatin and carboplatin),
vinca alkaloids (particularly vincristine), thalidomide, car-
filzomib, and bortezomib. Chemotherapy-induced periph-
eral neuropathy poses a global health burden worldwide; it
negatively impacts survivors of cancer by reducing dose
intensity of cancer treatments, can cause permanent
functional impairments, and adversely affects quality of life
and well-being.

The biologic mechanisms underlying neurotoxic injury that
lead to clinical symptoms of CIPN are multifactorial and
include inflammatory, apoptotic, and neurodegenerative
pathways.®>%° Despite the extensive research effort focused
on understanding mechanisms involved in the development
of CIPN, the translation of this mechanistic understanding
into rationally designed, clinical intervention studies re-
mains problematic and limited in scope.?”?®%”

While we await improved biologic insights into CIPN, cli-
nicians and patients continue to grapple with how to best
manage this very common toxicity. The clinical prevention
and management of CIPN has a number of knowledge gaps.
Two recent clinical guidelines from ASCO and ESMO ap-
praised most of these gaps.?” According to the most recent
2020 ASCO CIPN guideline,?” no agents can be recom-
mended for the prevention of CIPN because of lack of high-
quality evidence in general, which remains unchanged
since the initial 2014 guideline. The ASCO guideline also
supports duloxetine as the sole treatment option for
established painful CIPN. There are insufficient data for the
use of tricyclic antidepressants, gabapentinoids, or topical
amitriptyline/ketamine/baclofen for treatment of CIPN, although
these agents are used commonly in routine clinical practice.
ESMO-European Oncology Nursing Society—European Asso-
ciation of Neuro-Oncology 2020 guidelines,?® which charac-
terized the level of evidence for the different CIPN strategies,
were in agreement with ASCO and included detailed adjudi-
cation of the levels of evidence for the different strategies that are
used, including various pharmacologic and nonpharmacologic
approaches.

Therefore, in light of these limited levels of evidence for
management of CIPN, what are patients and clinicians to do
to manage this very common toxicity? One of the most
important considerations includes the evaluation of fitness
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for neurotoxic chemotherapy, including the presence of
other comorbidities such as preexisting neuropathy, di-
abetes, or family hereditary neuropathy.®® For older patients,
a comprehensive geriatric assessment can evaluate the
likelihood of chemotherapy’s causing harm.* Clinicians
and patients are encouraged to review together goals of
care, and, if appropriate, substitution of non- or less neu-
rotoxic regimens can be considered.

The oncology field has also recognized that there is
a need to adapt the maximum tolerated dose of che-
motherapy to an optimal patient-centered dose. Per ASCO
2020 guidelines, clinicians should assess and discuss
with patients the appropriateness of dose delays and dose
reductions for patients who are symptomatic from CIPN .2’
Dose modifications and prescription of drugs at lowest
dose that produced the maximum biologic effect have
been the subject of active discussion within the field
and can lead to significant cost-savings and decreased
toxicity.

An additional high-yield strategy for management of CIPN is
to actually avoid interventions that have been shown to be of
no benefit or even detrimental. For example, although the
supplement industry actively markets a variety of supple-
ments to patients undergoing cancer treatment, not one
single supplement has been shown to be beneficial for the
prevention or treatment of CIPN.?” Hence, there are in-
sufficient data to recommend any supplement per both
ESMO and ASCO guidelines, and these should not be
recommended as part of routine oncologic care for pre-
vention of CIPN.27:28

There is currently increasing interest in nonpharmacologic
strategies for prevention or treatment of CIPN because
of promising early-phase studies and better tolerability.
However, phase Ill evidence of benefit for these ap-
proaches, including acupuncture, physical exercise, cryo-
therapy/compression, and scrambler therapy, is not yet
available, and larger clinical trials are needed to better
delineate their utility.

Several studies have evaluated acupuncture therapy as
a nonpharmacologic option for CIPN. One small random-
ized, sham-controlled trial of weekly electro-acupuncture for
the prevention of taxane-induced peripheral neuropathy did
not show any differences in neuropathy between groups.®®
A recent randomized controlled trial comparing 8-week
acupuncture intervention with usual care led to clinically
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meaningful and statistically significant improvements in
neuropathic sensory symptoms in survivors of breast cancer
with mild and moderate CIPN.%® Additional larger studies
are needed to confirm the effect of acupuncture therapy
on CIPN.

In recent years, the efficacy of cryotherapy and compression
therapy to prevent taxane-induced peripheral neuropathy
has been investigated by several groups. Several clinical
trials also revealed that compression therapy using surgical
gloves is a safe and potentially effective therapy for the
amelioration of CIPN.%%! However, a recent study com-
pared the efficacy of cryotherapy and compression therapy
for CIPN and found no difference in incidence of CIPN using
either cryotherapy or compression therapy.®? Additional
trials are ongoing to evaluate the benefits of cryotherapy,
compression therapy, and/or cryo-compression therapy for
prevention of CIPN.%3

Another emerging approach is scrambler therapy for
treatment of CIPN. Scrambler therapy is a cutaneous neuro-
stimulatory treatment for the management of chronic pain
syndromes and for the management of CIPN.%* A recent
randomized phase Il pilot trial was conducted to evaluate
the effect of scrambler therapy for treating CIPN.®® Com-
pared with transcutaneous electrical nerve stimulation,
scrambler therapy showed at least a 50% documented
improvement for patients. To confirm the effect of scrambler
therapy on treatment of CIPN, larger, sham-controlled,
double-blinded clinical trials are needed.

Several studies have suggested that exercise may be
beneficial for other types of peripheral neuropathy. Physical
exercise may attenuate CIPN through its influence on blood
circulation/oxidative stress, inflammation, neurotransmit-
ters, endogenous opioids, growth factors, neuroplasticity,
and coping and symptom interaction mechanisms.®® Sev-
eral studies have shown promise in CIPN.5”¢° Additional
primary studies are being planned.

Considering the debilitating consequences of CIPN on
quality of life, it is imperative that shared decision-making
and patient-reported outcomes are evaluated in making
treatment decisions and treatment modifications for toxicity.
The future development of improved, efficient intervention
strategies for CIPN requires collaborative strategies that
involve a multidisciplinary team of experienced phar-
macologists, statisticians, and oncologists, partnered with
patients.
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