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Cancer Anorexia-Cachexia Syndro
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Weight Loss
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Cachexia

» For cachexicifiSESRRRNsT be :
> Afleast 5% weight loss in 12 months
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nown chronic disease
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Cachexia

» Cachexia also leads to emaciation, i
i stem, metabolic dysfuncti

atient with cancer
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ARS Question #1

Which of the following cancers has the |
incidence of weight loss¢
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Epidemiology of CA

Pancreas

Gastric

Esophagus

Head and neck 72%
Colorectal 55-60%
Lung 50-66%
Prostate 56%
Breast

General cancer population

cancer cachexia. Critical Reviews in Oncology/Hematology, 88:625-636.
ia-cachexia syndrome-when all you can eat is yourself. Nat Clin Pract Oncol. 2005. 2:158-165.

Epidemiology of

» Overall prevalence of CACS:
» 40% at diagnosis
ate stages of disease

with cachexia signific
exia — in stomach, pa

en freated with radioth
hageal, lung and head and neck
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ARS Question #2

A body mass index (BMI) less than 25kg/
the criterion for malnutrition.
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Stages of Cancer-Rel8

Cachexia

Normal
Weight loss <5% Weight loss >5% or Cancer both
BMI <20 and procatabolic and
Anorexia and weight loss >2% or  not responsive fo
metabolic sarcopenia and anticancer
change weight loss >2%. freatment
Often reduced Low performance
food intake score
Systemic <3 months
inflammation expected survival

lcation of cancer cachexia: an international ¢ The Lancet Oncology, 12:

Pathophysiology of G
Cachexia

Digestive factors Humoral factors

Cytokines:

Dysgeusia

. TNF-a Proteolysi ucing
Early satiet
5y &4 factor (PIF)
Nausea (=t
Lipid-mobilizing

=5 factor (LMF)

Dysphagia

odinophagia INF-Y
Mucositis Neuropeptides:

Constipation Neuropetide ¥

Gastric infiltration Hormones: Metabolic changes:

Bowel obstruction Insulin Increased:

Proteolysis
Lipolysis

A Gluconeogenesis

Glucose turnover

Insulin resistance
Reduced food
intake

ol management of cancer cachexia. Critical Reviews in Oncology
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g by increasing protein/calorie int

an significantly contribute
dysphagia, odynophagia,
and intestinal obstruction.

clude cytokines. Different c
rs of anorexia.

ing tumor factors are proteolysis-inducing

Ement of cancer cachexia. Critical Reviews in Oncology/H

Diagnosis and Asses
Of (@A @S

» The most commonly used anthropometric values are weight |
index (BMI)

» The amoun eight loss that indicates a risk of CACS is:
gst 6 months OR

criterion for malnutrition

, prealbumin, tfransferrin an
about nutritional status

ates protein depletion and risk of malnutrition

bumin. Prealbumin of <10 mg/dl indicates

d a value of <100 mg/dl indicates severe malnutrition

Gement of cancer cachexia. Critical Reviews in Oncology/H
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Treatment of CACS

» Treatment of CACS based on 3 fact

)l freatment

t of cancer cachexia. Critical Reviews in Oncology/Hematology, 88:625-636

Nutritional Support

» Nuftritional support includes:
» Dietary advice

ding to the patient’s
lity to swallow
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Nutritional Support

ay not impact weig
2 quality of life.

cancer cachexia. Critical Reviews in Oncology/Hematology, 88:625-636.

Treatment of

Anorexia and Cache
FIX WHAT YOU CAN!I

» Reversible causes of anorexia should be addre
management of oropharyngeal candidiasis)

udes management of sy
take

lent of cancer cachexia. Critical Reviews in Oncology/Hematology, 88:625-636
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Pharmacolog
Treatment of CA

» |deal drug in managing CACS should:
» Increase the appetite

» Promote weight gain

cer treatment
erance profile
to cure the cancer.
es for managing CACS:
e appetite)
ces

'of cancer cachexia. Critical Reviews in Oncology/Hematology, 88:625-636.

2. Acta Medica Indonesiana, 44:154-162.

Drugs with Proven and
Activity in CA

(Varies between various authors)

» Include: » Investigational drugs with good

rospects for efficacy to,
» Drugs with confirmed efficacy : et J

Ghrelin
» Megestrol acetate (MA)
» Corticosteroids

gs that require
ptrolled clinical Anti-IL-6

Selectivi

» Oxandrolone

management of cancer cachexia. Critical Reviews in Oncolo 625-636.
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Use of Progestogens i

» Megestrol acetate (MA)

» A semi-synthetic progesterone derivative
» Initially used in treatment of disseminated breast and g

» Some patients treated with MA gained weight and
a sicde effects

ed MA for CACS and cachexia
, AIDS, geriatric cachexia).

Jd thromboembolic events
t gain may be largely due to fluid retention

I have increase in appetite, 1in 12 will have
r, 1in 6 will develop thromboembolic event

nent of cancer cachexia. Critical Reviews in Oncology/Hem. .
N Clinical Practice Guidelines in Oncology (NCCN Guidel gfive ersion 1.2016.
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ARS Question #3

A 70 year old female is being treated for
cancer. She has been losing weight ra
her family is concerned and asking a
g ®.improve her appetite
would cause you f
be megestrol ace

Corticosteroids

» Mechanism of action related to inhibition of IL-1, T
leptin and increase in neuropeptide Y levels

mng/day), prednisone (15
) increase appetite an

effects than placebo an
eroidal myopathy, skin fragility, adrenall

medicine: A systematic review. Journal of Palliative Medicine, 17(4), 482-485.
of cancer cachexia. Critical Reviews in Oncology/Hematology, 88:! 636.
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Cannabinoid@

» Dronabinol studied at doses from 2.5
mg to 20 mg/day

Reduction of naus
appetite and te
stabilization

Main adverse

Euphoria

Hallucination

Vertigo

Psychosis

Cardiovascular disorders
Confraindicated in patients with:

» Allergy to sesame oil

» History of substance abuse/misuse

» Psychiatric di
Tuca et al. (201% Pfimal management of cancer cachexia. Critical Reviews in Oncology/| 636.

Bortezomib

» An ubiquitin-proteasome system and NF-
transcription factor inhibitor used in t
of multiple myeloma and other he

S in pancreatic c
nt effect in weight

ive, further studies necessary

e in freating cancer-associated weight loss2 : Preliminary results from the North Central Cancer
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Anftiserotonergic A

» Cyproheptadine is an anfihistamine
anfiserotonergic agent

CACS not confirmed in

antiserotonergic dr
orexia from other
in patients with ¢

nt of cancer cachexia. Critical Reviews in Oncology/Hematology, 88:625-636

Cytokine Inhibl

» Omego-3 fatty acids, eicosapentaenoic acid (EPA) and
docosahexaenoic acid (DHA) inhibit PIF, TNF-a and IL-6

» Efficacy in CACS noft fully confirmed in controlled clini

» Weight gain of >10% was significantly more commo

de that w-3 fatty acids could
rch is required.

s in CACS show they are effe
specially when combined with

CS not demonstrated

pxib on cancer cachexia in patients with cancer of the head, neck and

te and ibuprofen in gastrointestinal cancer patient s with weight loss. British Journal of

nt of cancer cachexia. Critical Reviews in Oncology/Hematology, 88:625-636.
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Cytokine Inhibit@

» Thalidomide

» Evidence suggests this agent may increase
appetite, weight and feeling of wellbeing in

onfirmation with additional trials

ormone secreted by pin
ect can be due to cytoki

ng melatonin versus placebo
Jifferences between 2 groups

’cancer cachexia: A randomized placebo controlled frial. Gut. 54(4)
agement of cancer cachexia. Critical Reviews in Oncology/Her
pefite and other symptoms in patients with advanced cancer and
fay. 31, 1271-1276.

Anabolic Ste

Anabolic steroids studied in CACS:

» Oxymetholone

» Oxandrolone
» Nandrolone
ene (high levels of hepatotoxicity)

es muscle mass with no change

h hormone receptor)

efficacy in increasing appetite

elin receptor agonist, suggest that this agent may
and CACS symptoms in patients with lung cancer

edicine - in a study by Ohno et al (2011),
2nt anorexia induced by cisplatin.

ncer cachexia. Critical Reviews in Oncology/He h625-636
cer patient s with impaired appetite: a randomized placeb; Journal of Clinical
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Anabolic Stera&

» Hydrazine sulfate

» Has been studied as a freatment for cancer and for canc
anorexia and cachexia

» Theorized that cachexia occurs because the cancer
gar. This causes tissue to die and musc,

igh levels of TNF-alpha that
eakdown of muscle fissue.
nor growth and prevent ca

med its efficacy in CACS

crease muscle mass

Prokinetic Ag&

» Metoclopramide or cisapride

» Are antidopaminergic agents with antie
and prokinetic effects

e nausea and eating intole

s have shown no effic
ia and weight loss

ement of cancer cachexia. Critical Reviews in Oncology/Hematology, 88:625-636.
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ONS Putting Evidence
Practice (PEP) Recommends

Management of Anorexia

Corticosteroids,

Systemic Progestins Interventions

Oral Nutritional

Cyproheptadine
Ghrelin

Herbal Medicine
Melatonin
Mirtazapine

MS 20 Soybean Extr
Multicomponent
Rehabilitative
Intervention
OHR118

Omega 3
(Eicosapentaenoic
and others)

Astragali Radix Herbal Mix

Carnitine/L-Carnitine

act

Acid

Oral Branched-Chain

Amino Acids
Palliative Care
Pentoxifylline
Rikkunshito
Thalidomide
Withania Somnifera

Ce. Anorexia.

9. Refrieved 2/24/2016.

tional

omprehensive NCCN Guidelines Version 1.2016

ncer
vork®

ESTIMATED
LIFE
EXPECTANCY

Years

Year to months

Months to weeks

Weeks to days

Palliative Care

ANOREXIA/CACHEXIA
INTERVENTIONS
+ Evaluate rate/severity of » Pain
weight loss » Fatigue

- Treat reversible cause of
anorexia:
» Oral-pharyngeal candidiasis

» Eating disorders/body image
* Review/modify medications
that interfere with intake

» Dep ) for endocrine
(Mirtazapine 7.5-30 mg hs) abnormalities:
+ Symptoms that i with » Hyp di
intake » Thyroid
» Dysgeusia » Metabolic abnormalities (eg,
» Xerostomia increased calcium)
» Mucositis + Consider an exercise program

» Early satiety

(if gastroparesis: try
metoclopramide)

» NV

» Dyspnea

» Constipation

+ Assess social and economic
factors

« Consider nutrition consult

* Consider nutrition support,
enteral and parenteral feeding
(as appropriate)

Cannabis/Cannabinoids

(Dying patient) —— See Interventions (PAL-14)

2016 Hatonsl Comprahentive Cancer Natwork, inz. Al righis resarved. These guidel
NCCN Guidadings, go onlina 1o NCCN.org,

PAL-13
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National

Comprehensive: . NCCN Guidelines Version 1.2016

NCCN| C . 4.
Network® Palliative Care
ANOREXIA/CACHEXIA
REASSESSMENT
Acceptable:

* Weight stabilization or gain

+ Improvement in symptoms
that interfere with intake

* Improved energy

+ Resolution of metabolic or
endocrine abnormalities

B ————

Unacceptable >

To view the most recent and complete version of the NCCN Guidelines, go online to NCCN.org,

Continue to treat and monitor
symptoms and quality of life

Ongoing
reassessment
¢ Intensify palliative care
interventions
* Provide dietary consultation
 Consider clinical trial
PAL-13

2016 National Comprehensive Cancer Network, Inc. All rights reserved. These guidelines and this illustration may not be reproduced in any form without the express written permission of NCCN®,

National
Comprehensive

NCCN | Cancer

NCCN Guidelines Version 1.2016
Palliative Care

Network®
ESTIMATED ANOREXIA/CACHEXIA
LIFE INTERVENTIONS
EXPECTANCY
Years | See Interventions (PAL-13)
Year to + Assess meaning of symptoms of « Inform patient and family of natural
months anorexia and cachexia to patient and history of disease, including the
family following points:
+ Consider appetite stimulant » Absence of hunger and thirst is
» Megestrol acetate, 400-800 mg/d normal in the dying patient
» Olanzapine 5 mg/d » Nutritional support may not be
» Dexamethasone 2-8 mg/d metabolized in patients with advanced
» Consider cannabinoid cancer
« Focus on patient goals and » There are risks associated with
preferences artificial nutrition and hydration, —_—
Months « Provide family with alternate ways of including fluid overload, infection, and
to weeks caring for the patient hastened death
* Provide emotional support » Symptoms like dry mouth should
Weeks to |=|. Treat for depression, if appropriate be treated with local measures (eg,
day_s (mirtazapine 7.5-30 mg hs) mouth care, small amounts of liquids)
(Dying - Provide education and support to » Withholding or withdrawing nutrition
patient) patient and family regarding emotional is ethically permissible and may
aspects of withdrawal of nutritional improve some symptoms.
support.
PAL-14
2016 National Comprehensive Cancer Network, Inc. All rights reserved. These guidelines and this illustration may not be reproduced in any form without the express written permission of NCCN®,
To view the most recent and complete version of the NCCN Guidelines, go online to NCCN.org.
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CCN | Cancer

National
Comprehensive: NCCN Guidelines Version 1.2016
Network® Palliative Care

ANOREXIA/CACHEXIA

REASSESSMENT

Ongoing

reassessment
Acceptable:
+ Adequate anorexia/cachexia symptom

management

+ Reduction of patient/family distress
+ Acceptable sense of control [
* Relief of caregiver burden
+ Strengthened relationships
» Optimized quality of life
* Personal growth and enhanced meaning

Continue to treat and
monitor symptoms and
quality of life

+ Intensify palliative care
interventions
Unacceptable > |+ Consult or refer to
specialized palliative care
services or hospice

PAL-14

2016 National Comprehensive Cancer Network, Inc. Al rights reserved. These guidelines and this may not be inany the express of NCCN.
To view the most recent and complete versien of the NCCN Guidelines, go anline to NCCN.org.

Psychos@aiSiliEno C
CACS

» Self-image
elationships — What social event

s — fension, frustratfion
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Clinical Trials Regarding
Listed on clinicaltrials.gov

» Study of the relationship between clinical and para-clinical
situations of cachexia and pre-cachexia in patients over
colorectal surgery

eatment to improve canc

weight loss with Gl canc
)r cancer related anorexia |
ancer.
patients at palliative phase of cancer.
ility of nutrifriend in NSCLS cachexia.

Cop@liision

CACS is a complex metabolic syndrome

Characterized by weight loss and loss of muscle mass th
of fatty mass

scade of metabolic disorders
in CACS is MA.
yde further research on drugs that are
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Copnelision

» Nurses need to be aware of other symptoms that ca
impact the patient’'s appetite and intake of foo

» Nurses need to be proactive in addressing ot
hat can impact the patient’s inta

gware of potential meth

ients and families und
e and that the patien
s losing weight
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