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Introduction

= The purpose of this guideline is to provide evidence-based guidance on the optimal
approach for the treatment of cachexia in patients with advanced cancer.

= Cachexia is a multifactorial syndrome characterized by loss of appetite, weight, and skeletal
muscle?! leading to fatigue,? functional impairment,? increased treatment-related toxicity,*
poor quality of life,”> and reduced survival.#611

= Across malignancies, cachexia is highly prevalent, impacting approximately half of patients
with advanced cancer.!%13

= Assessment and management of cancer cachexia are major challenges for clinicians.
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ASCO Guideline Development Methodology

The ASCO Clinical Practice Guidelines Committee guideline process includes:
e asystematic literature review by ASCO guidelines staff

e an expert panel provides critical review and evidence interpretation to inform
guideline recommendations

e final guideline approval by ASCO CPGC

The full ASCO Guideline methodology manual can be found at:
www.asco.org/guideline-methodology
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Clinical Questions

Among adult patients with advanced cancer and loss of appetite, body weight, and/or lean
body mass, are outcomes such as weight, lean body mass, appetite, physical
function, or quality of life improved by:

1. Nutritional interventions,
2. Pharmacologic interventions, and/or

3. Other interventions (e.g., exercise).
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Target Population and Audience

Target Population

Adult patients with advanced cancer and loss of appetite, body weight, and/or lean body mass
(i.e., skeletal muscle).

Target Audience

Clinicians who provide care to adult patients with cancer, as well as patients and caregivers.
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Summary of Recommendations

CLINICAL QUESTION 1

Among adult patients with advanced cancer and loss of appetite, body weight, and/or lean
body mass, are outcomes such as weight, lean body mass, appetite, physical function, or
quality of life improved by nutritional interventions?

Recommendation 1.1

Clinicians may refer patients with advanced cancer and loss of appetite and/or body weight to
a registered dietitian for assessment and counseling, with the goals of providing patients and
caregivers with practical and safe advice for feeding; education regarding high-protein, high-
calorie, nutrient-dense food; and advice against fad diets and other unproven or

extreme diets. (Type: Informal consensus; Evidence quality: Low; Strength of
recommendation: Moderate)
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Summary of Recommendations

Recommendation 1.2

Outside the context of a clinical trial, clinicians should not routinely offer enteral tube

feeding or parenteral nutrition to manage cachexia in patients with advanced cancer. A short-
term trial of parenteral nutrition may be offered to a very select group of patients, such as
patients who have a reversible bowel obstruction, short bowel syndrome, or other issues
contributing to malabsorption, but otherwise are reasonably fit. Discontinuation of previously
initiated enteral or parenteral nutrition near the end of life is appropriate. (Type: Informal
consensus; Evidence quality: Low; Strength of recommendation: Moderate)
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Summary of Recommendations

CLINICAL QUESTION 2

Among adult patients with advanced cancer and loss of appetite, body weight, and/or lean
body mass, are outcomes such as weight, lean body mass, appetite, physical function, or
quality of life improved by pharmacologic interventions?

Recommendation 2.1

Evidence remains insufficient to strongly endorse any pharmacologic agent to improve cancer
cachexia outcomes; clinicians may choose not to offer medications for the treatment of
cancer cachexia. There are currently no FDA-approved medications for the indication of
cancer cachexia. (Type: Evidence based; Evidence quality: Low; Strength of

recommendation: Moderate)
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Summary of Recommendations

Recommendation 2.2

Clinicians may offer a short-term trial of a progesterone analog or a corticosteroid to patients
experiencing loss of appetite and/or body weight. The choice of agent and duration of
treatment depends on treatment goals and assessment of risk versus benefit. (Type: Evidence
based; Evidence quality: Intermediate; Strength of recommendation: Moderate)
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Summary of Recommendations

CLINICAL QUESTION 3

Among adult patients with advanced cancer and loss of appetite, body weight, and/or lean
body mass, are outcomes such as weight, lean body mass, appetite, physical function, or
quality of life improved by other interventions (e.g., exercise)?

Recommendation 3.

Outside the context of a clinical trial, no recommendation can be made for other
interventions, such as exercise, for the management of cancer cachexia.
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Patient, Caregiver, and Clinician Communication

= Optimally, communication regarding cachexia management will involve caregivers as well as the
patient. Caregivers frequently experience high distress when witnessing the impact of cancer
cachexia, and may be more troubled than the patient by a symptom such as anorexia.*

= An excellent discussion regarding feeding recommendations near the end of life has been
published.’ Key points to discuss with patients and their caregivers include the following:
1. Loss of appetite is common in patients with advanced cancer and may be the result of the cancer process itself
2.  Trying to force a patient to eat is usually counterproductive, potentially leading to increased nausea/vomiting;

3. In most patients with advanced cancer and cachexia, providing additional calories by feeding tubes and/or
intravenously, does not improve outcomes;

4. Trying to make a patient eat, when they have marked appetite loss, can lead to decreased social interactions and
increased patient distress regarding interactions with caregivers (including stories of patients, in their dying days,
pretending to be asleep when relatives visit, so that the relatives do not try to make them eat something); and

5.  For caregivers, it may be best to listen to and support the patient in a variety of other ways (such as giving the
patient a massage or applying a lip moisturizer), instead of trying to talk them into eating more.

= Referral to a registered dietitian may provide patients and caregivers with additional opportunities to
discuss concerns and challenges related to nutrition, appetite, and meal planning.
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Cost Considerations

= Higher patient out-of-pocket costs have been shown to be a barrier to initiating and
adhering to recommended cancer treatments.161/

= Discussion of cost can be an important part of shared decision-making.'®

= Clinicians should discuss with patients the use of less expensive alternatives when it is
practical and feasible for treatment of the patient’s disease and there are two or more
treatment options that are comparable in terms of benefits and harms.

= Table 2 in the full-text guideline provides recommended dosing and estimated cost of
megestrol acetate and dexamethasone. Of note, medication prices may vary markedly,
depending on negotiated discounts and rebates.
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Limitations and Future Research

= The primary limitations of cancer cachexia clinical research include the use of highly varied
definitions, heterogenous endpoints, and a lack of integrated biomarkers.

= The most recent definitions of cancer cachexia do not capture the clinical impact of
symptoms, decreased quality of life, and impaired physical activity.

" Future research could focus on a number of endpoints. Assessment of changes
in PROs including symptoms and quality of life are increasingly prevalent in clinical practice.

= A second opportunity for cancer cachexia research is the identification and validation of
novel biomarkers.

= Multiple clinical trials are evaluating novel pharmacologic agents for the treatment of
cancer cachexia.?

= Another area of future research interest might involve evaluating earlier nutritional
interventions in patients with metastatic cancer.
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Additional Resources

More information, including a supplement, slide sets, and clinical tools and resources,
is available at

WWW.asco.org/supportive-care-guidelines

Patient information is available at www.cancer.net
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Disclaimer

The Clinical Practice Guidelines and other guidance published herein are provided by the American Society of Clinical
Oncology, Inc. (ASCO) to assist providers in clinical decision making. The information herein should not be relied upon as
being complete or accurate, nor should it be considered as inclusive of all proper treatments or methods of care or as a
statement of the standard of care. With the rapid development of scientific knowledge, new evidence may emerge
between the time information is developed and when it is published or read. The information is not continually updated
and may not reflect the most recent evidence. The information addresses only the topics specifically identified therein and
is not applicable to other interventions, diseases, or stages of diseases. This information does not mandate any particular
course of medical care. Further, the information is not intended to substitute for the independent professional judgment of
the treating provider, as the information does not account for individual variation among patients. Recommendations
reflect high, moderate, or low confidence that the recommendation reflects the net effect of a given course of action. The
use of words like “must,” “must not,” “should,” and “should not” indicates that a course of action is recommended or not
recommended for either most or many patients, but there is latitude for the treating physician to select other courses of
action in individual cases. In all cases, the selected course of action should be considered by the treating provider in the
context of treating the individual patient. Use of the information is voluntary. ASCO provides this information on an “as is”
basis and makes no warranty, express or implied, regarding the information. ASCO specifically disclaims any warranties of
merchantability or fitness for a particular use or purpose. ASCO assumes no responsibility for any injury or damage to
persons or property arising out of or related to any use of this information, or for any errors or omissions.
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