Anorexia

Problem and Incidence

Anorexia is a common symptom in people with cancer and a
component of the anorexia-cachexia syndrome. It is the lack
or loss of appetite or desire to eat. Anorexia leads to reduced
intake; however, anorexia alone does not account for the
complex alterations that characterize the anorexia-cachexia
syndrome.! Anorexia is associated with metabolic derange-
ments, including release of pro-inflammatory cytokines such
as interleukin (IL)-1, IL-6, and tumor necrosis factor-alpha
produced by the immune system and tumor cells."? Anorexia
is the most common cause of decreased nutrient intake that
triggers malnutrition and muscle wasting.® The prevalence of
anorexia in individuals with cancer is highly variable but has
been reported to be 40% at diagnosis and 70% in advanced
disease.®

Risk Factors and Assessment

Risk factors for anorexia include

¢ Advanced disease

e Symptoms such as depression and pain that affect appe-
tite

e Treatment side effects such as nausea and vomiting

e Location of tumor that interferes with ability to eat (e.g.,
head and neck, gastrointestinal).

Assessment related to anorexia should include

e Measurement of body weight and lean body mass
o [dentification of any unplanned weight loss

» Assessment of appetite and changes in appetite.
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Assessment tools include

e Functional Assessment of Anorexia/Cachexia Therapy
Questionnaire

e Numeric or visual analog scale for patient self-report of
appetite.

What interventions are effective in

managing anorexia in people with
cancer?

Evidence retrieved through December 31, 2013

Recommended for Practice

Corticosteroids have been recommended in professional
guidelines* and were associated with some improvement in
appetite.>®

Progestins (megestrol/megestrol acetate) improved appe-
tite in patients at various phases of care in multiple research
studies and systematic reviews.*7-2

Likely to Be Effective

Dietary counseling with and without use of oral nutri-
tional supplements improved energy intake and appe-
tite.131®

Effectiveness Not Established

Several interventions have shown mixed results in studies
or were examined in small groups of patients with inconclu-
sive findings. These include

e Astragali Radix, an herbal mixture'®

e Cyproheptadine, an antihistamine*

e Ghrelin, a hormone that acts on the hypothalamus'-'°
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¢ Melatonin,?® which was not found to be effective in a sys-
tematic review®

o Mirtazapine®'

e OHR-118, a peptide nucleic acid®

 Omega-3 fatty acid supplementation alone or in com-
bination with megestrol?*2—A systematic review showed
no difference in appetite with this intervention.®

¢ Oral branched-chain amino acids®

¢ Pentoxifylline*

¢ Rikkunshito, a traditional Japanese medicine®

» Thalidomide, which had mixed results for tolerability and
effectiveness.227-32

Effectiveness Unlikely

Carnitine/L-carnitine did not improve appetite in patients
with cancer in several research studies.®:3334

Not Recommended for Practice

Cannabis/cannabinoids did not improve anorexia in a large
multicenter trial®® or in a systematic review.®

Application to Practice

Patients at risk for anorexia should be assessed for appetite
level, appetite changes, and weight loss during cancer treatment.

Interventions for which there is strong evidence of effective-
ness, including administration of progestins and corticoste-
roids, should be considered for management.

Nurses can counsel patients regarding nutritional needs and
teach patients about the use of nutritional supplements that
are likely to be effective.

Patients with severe anorexia, weight loss, or comorbid con-
ditions that necessitate dietary restrictions or specific dietary
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interventions should be referred to a registered dietitian for
in-depth counseling and education.

Anorexia Resource Contributors

Paula Caron, MS, ARNF, ACHPN, Barbara B. Rogers, CRNF, MN,
AOCN®, ANP-BC, and Meghan L. Underhill, PhD, RN, AOCNS®

1. Mantovani, G., Madeddu, C., & Maccio, A. (2013). Drugs in development
for treatment of patients with cancer-related anorexia and cachexia syn-
drome. Drug Design, Development and Therapy, 7, 645-656. doi:10.2147/
DDDT.S39771
2. Argilés, J.M., Busquets, S., Toledo, M., & Lépez-Soriano, F.J. (2009). The
role of cytokines in cancer cachexia. Current Opinion in Supportive and
Palliative Care, 3, 263—-268. doi:10.1097/SPC.0b013e3283311d09

. Ribaudo, J.M., Cella, D., Hahn, E.A., Lloyd, S.R., Tchekmedyian, N.S., Von
Roenn, J., & Leslie, W.T. (2001). Re-validation and shortening of the Func-
tional Assessment of Anorexia/Cachexia Therapy (FAACT) Questionnaire.
Quality of Life Research, 9, 1137—-1146. doi:10.1023/A:1016670403148

4. Desport, J.C., Gory-Delabaere, G., Blanc-Vincent, M.P, Bachmann, P.,
Béal, J., Benamouzig, R., ... Senesse, P. (2003). Standards, options and
recommendations for the use of appetite stimulants in oncology (2000). Brit-
ish Journal of Cancer, 89(Suppl. 1), S98—-S100. doi:10.1038/sj.bjc.6601090
. Bruera, E., Roca, E., Cedaro, L., Carraro, S., & Chacon, R. (1985). Action
of oral methylprednisolone in terminal cancer patients: A prospective
randomized double-blind study. Cancer Treatment Reports, 69, 751-754.

. Yavuzsen, T., Davis, M.P, Walsh, D., LeGrand, S., & Lagman, R. (2005).
Systematic review of the treatment of cancer-associated anorexia and
weight loss. Journal of Clinical Oncology, 23, 8500-8511. doi:10.1200/
JCO0.2005.01.8010

. Berenstein, E.G., & Ortiz, Z. (2005). Megestrol acetate for the treatment of
anorexia-cachexia syndrome. Cochrane Database of Systematic Reviews,
2005(2). doi:10.1002/14651858.CD004310.pub2

8. Jatoi, A., Windschitl, H.E., Loprinzi, C.L., Sloan, J.A., Dakhil, S.R., Mailliard,
J.A., ... Christensen, B. (2002). Dronabinol versus megestrol acetate ver-
sus combination therapy for cancer-associated anorexia: A North Central
Cancer Treatment Group study. Journal of Clinical Oncology, 20, 567-573.
doi:10.1200/JC0.20.2.567

. Lesniak, W., Bala, M., Jaeschke, R., & Krzakowski, M. (2008). Effects of

megestrol acetate in patients with cancer anorexia-cachexia syndrome—A
systematic review and meta-analysis. Polskie Archiwum Medycyny
Wewnetrznej, 118, 636-644.

10. Ruiz Garcia, V., Lépez-Briz, E., Carbonell Sanchis, R., Gonzalvez Perales,
J.L., & Bort-Marti, S. (2013). Megestrol acetate for treatment of anorexia-
cachexia syndrome. Cochrane Database of Systematic Reviews, 2013(3).
doi:10.1002/14651858.CD004310.pub3

11. Tomiska, M., Tomiskova, M., Salajka, F., Adam, Z., & Vorlicek, J. (2003).
Palliative treatment of cancer anorexia with oral suspension of megestrol
acetate. Neoplasma, 50, 227-233.

12. Wen, H.-S,, Li, X., Cao, Y.-Z., Zhang, C.-C., Yang, F., Shi, Y.-M., & Peng,
L.-M. (2012). Clinical studies on the treatment of cancer cachexia
with megestrol acetate plus thalidomide. Chemotherapy, 58, 461-467.
doi:10.1159/000346446

w

o

o

~

©o

Copyright by Oncology Nursing Society. All rights reserved.



ANOREXIA |

13. Baldwin, C., Spiro, A., Ahern, R., & Emery, PW. (2012). Oral nutritional
interventions in malnourished patients with cancer: A systematic review
and meta-analysis. Journal of the National Cancer Institute, 104, 371-385.
doi:10.1093/jnci/djr556

14. Brown, J.K. (2002). A systematic review of the evidence on symptom
management of cancer-related anorexia and cachexia. Oncology Nursing
Forum, 29, 517-530. doi:10.1188/02.0NF.517-532

15. Ravasco, P, Monteiro-Grillo, I., Vidal, PM., & Camilo, M. (2005). Dietary
counseling improves patient outcomes: A prospective, randomized, con-
trolled trial in colorectal cancer patients undergoing radiotherapy. Journal of
Clinical Oncology, 23, 1431-1438. doi:10.1200/JC0.2005.02.054

16. Lee, J.J., & Lee, J.J. (2010). A phase Il study of an herbal decoction
that includes Astragali Radix for cancer-associated anorexia in pa-
tients with advanced cancer. Integrative Cancer Therapies, 9, 24-31.
doi:10.1177/1534735409359180

17. Garcia, J.M., Friend, J., & Allen, S. (2013). Therapeutic potential of anamo-
relin, a novel, oral ghrelin mimetic, in patients with cancer-related cachexia:
A multicenter, randomized, double-blind, crossover, pilot study. Supportive
Care in Cancer, 21, 129-137. doi:10.1007/s00520-012-1500-1

18. Hiura, Y., Takiguchi, S., Yamamoto, K., Takahashi, T., Kurokawa, Y.,
Yamasaki, M., ... Doki, Y. (2012). Effects of ghrelin administration during
chemotherapy with advanced esophageal cancer patients: A prospective,
randomized, placebo-controlled phase 2 study. Cancer, 118, 4785-4794.
doi:10.1002/cncr.27430

19. Neary, N.M., Small, C.J., Wren, A.M., Lee, J.L., Druce, M.R., Palmieri, C.,
... Bloom, S.R. (2004). Ghrelin increases energy intake in cancer patients
with impaired appetite: Acute, randomized, placebo-controlled trial. Journal
of Clinical Endocrinology and Metabolism, 89, 2832—-2836. doi:10.1210/
jc.2003-031768

20. Del Fabbro, E., Dev, R., Hui, D., Palmer, L., & Bruera, E. (2013). Effects of
melatonin on appetite and other symptoms in patients with advanced cancer
and cachexia: A double-blind placebo-controlled trial. Journal of Clinical
Oncology, 31, 1271-1276. doi:10.1200/JC0.2012.43.6766

21. Riechelmann, R.P,, Burman, D., Tannock, I.F,, Rodin, G., & Zimmermann,
C. (2010). Phase Il trial of mirtazapine for cancer-related cachexia and
anorexia. American Journal of Hospice and Palliative Care, 27, 106—-110.
doi:10.1177/1049909109345685

22. Chasen, M., Hirschman, S.Z., & Bhargava, R. (2011). Phase Il study of the
novel peptide-nucleic acid OHR118 in the management of cancer-related
anorexia/cachexia. Journal of the American Medical Directors Association,
12, 62-67. doi:10.1016/j.jamda.2010.02.012

23. Bruera, E., Strasser, F., Palmer, J.L., Willey, J., Calder, K., Amyotte, G.,
& Baracos, V. (2003). Effect of fish oil on appetite and other symptoms in
patients with advanced cancer and anorexia/cachexia: A double-blind,
placebo-controlled study. Journal of Clinical Oncology, 21, 129-134.
doi:10.1200/JC0.2003.01.101

24. Jatoi, A., Rowland, K., Loprinzi, C.L., Sloan, J.A., Dakhil, S.R., MacDonald,
N., ... Christensen, B. (2004). An eicosapentaenoic acid supplement versus
megestrol acetate versus both for patients with cancer-associated wasting:
A North Central Cancer Treatment Group and National Cancer Institute of
Canada collaborative effort. Journal of Clinical Oncology, 22, 2469-2476.
doi:10.1200/JC0O.2004.06.024

25. Cangiano, C., Laviano, A., Meguid, M.M., Mulieri, M., Conversano, L., Prezio-
sa, |., & Rossi-Fanelli, F. (1996). Effects of administration of oral branched-
chain amino acids on anorexia and caloric intake in cancer patients. Journal
of the National Cancer Institute, 88, 550-552. doi:10.1093/jnci/88.8.550

26. Ohno, T., Yanai, M., Ando, H., Toyomasu, Y., Ogawa, A., Morita, H., ...
Kuwano, H. (2011). Rikkunshito, a traditional Japanese medicine, sup-
presses cisplatin-induced anorexia in humans. Clinical and Experimental
Gastroenterology, 4, 291-296. doi:10.2147/CEG.S26297

Copyright by Oncology Nursing Society. All rights reserved.



| PEP: A Pocket Guide to Cancer Symptom Management

27. Bruera, E., Neumann, C.M., Pituskin, E., Calder, K., Ball, G., & Hanson,
J. (1999). Thalidomide in patients with cachexia due to terminal cancer:
Preliminary report. Annals of Oncology, 10, 857-859. doi:10.1023/
A:1008329821941

28. Davis, M., Lasheen, W., Walsh, D., Mahmoud, F., Bicanovsky, L., & Lag-
man, R. (2012). A phase Il dose titration study of thalidomide for cancer-
associated anorexia. Journal of Pain and Symptom Management, 43,
78-86. doi:10.1016/j.jpainsymman.2011.03.007

29. Gordon, J.N., Trebble, T.M., Ellis, R.D., Duncan, H.D., Johns, T., & Goggin,
P.M. (2005). Thalidomide in the treatment of cancer cachexia: A randomised
placebo controlled trial. Gut, 54, 540-545. doi:10.1136/gut.2004.047563

30. Mantovani, G., Maccio, A., Madeddu, C., Serpe, R., Massa, E., Dessi, M.,
... Contu, P.(2010). Randomized phase Il clinical trial of five different arms
of treatment in 332 patients with cancer cachexia. Oncologist, 15,200-211.
doi:10.1634/theoncologist.2009-0153

31. Wilkes, E.A., Selby, A.L., Cole, A.T., Freeman, J.G., Rennie, M.J., & Khan,
Z.H. (2011). Poor tolerability of thalidomide in end-stage oesophageal
cancer. European Journal of Cancer Care, 20,593-600.doi:10.1111/.1365
-2354.2011.01255.x

32. Yennurajalingam, S., Willey, J.S., Palmer, J.L., Allo, J., Del Fabbro, E.,
Cohen, E.N., ... Bruera, E. (2012). The role of thalidomide and placebo for
the treatment of cancer-related anorexia-cachexia symptoms: Results of
a double-blind placebo-controlled randomized study. Journal of Palliative
Medicine, 15, 1059—1064. doi:10.1089/jpm.2012.0146

33. Maccio, A., Madeddu, C., Gramignano, G., Mulas, C., Floris, C., Sanna, E.,
... Mantovani, G. (2012). A randomized phase Ill clinical trial of a combined
treatment for cachexia in patients with gynecological cancers: Evaluating
the impact on metabolic and inflammatory profiles and quality of life.
Gynecologic Oncology, 124, 417-425. doi:10.1016/j.ygyno.2011.12.435

34. Madeddu, C., Dessi, M., Panzone, F., Serpe, R., Antoni, G., Cau, M.C.,
... Mantovani, G. (2012). Randomized phase Il clinical trial of a combined
treatment with carnitine + celecoxib + megestrol acetate for patients with
cancer-related anorexia/cachexia syndrome. Clinical Nutrition, 31,176—182.
doi:10.1016/j.cInu.2011.10.005

35. Strasser, F,, Luftner, D., Possinger, K., Ernst, G., Ruhstaller, T., Meissner,
W., ... Cerny, T. (2006). Comparison of orally administered cannabis extract
and delta-9-tetrahydrocannabinol in treating patients with cancer-related
anorexia-cachexia syndrome: A multicenter, phase Ill, randomized, dou-
ble-blind, placebo-controlled clinical trial from the Cannabis-In-Cachexia-
Study-Group. Journal of Clinical Oncology, 24, 3394-3400. doi:10.1200/
JC0.2005.05.1847

Copyright by Oncology Nursing Society. All rights reserved.





