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Abstract 

Cancer cachexia is a multifactorial disorder 

characterized by malnutrition associated to chronic 

disease with loss of body weight with specific losses of 

skeletal muscle and adipose tissue. Patients presents 

with elevated energy expenditure, excess catabolism, 

lipolysis, proteolysis, insulin resistance, less glucose 

uptake and reduced appetite secondary metabolic 

changes and inflammation due to cytokines released by 

tumor cells Cachexia leads to progressive functional 

impairment, treatment related complications, poor 

quality of life and more mortality. It has been estimated 

that up to 10-20% cancer patients die due to 

consequences of malnutrition rather than for the tumor 

itself. Despite the severity of this condition, cancer 

cachexia remains underdiagnosed and undertreated, 

and most patients don’t have a nutritional monitoring. 

Generally, they are forwarded to a professional nutrition 

specialist in more advanced stages of diseases or 

refractory cachexia. Unfortunately, at this moment the 

reversal of muscle waist and all symptoms related to 

cachexia are irreversible. Therefore, is fundamental to 

identify early and manage patients in stages as pre 

cachexia and cachexia with aim of avoid muscle loss, 

attenuate symptoms related to cachexia and therefore 

bring better quality of life and oncologic treatment 

results. In this review, we have the intention to outline 

the drug therapies for cancer cachexia based on 

evidence and what in fact can show better results in the 

management of this complex multifactorial syndrome. 

 

Keywords: Cancer. Cachexia. Muscle loss. Anorexia. 

Appetite. Weight loss.  

 

Introduction  

Cachexia is a syndrome that present with complex 

metabolic abnormalities caused by underlying disease 

and characterized by loss of skeletal muscle mass with 

or without loss of fat mass and represents one end of a 

broad spectrum of nutritional abnormalities observed in 

the cancer patient [1,2].  

The term cachexia is derived from the Greek 

words kakos, meaning "bad" and hexis, meaning 

"condition” [3]. It is associated with reduced physical 

function [1] reduced tolerance to anticancer therapy 

[4] and reduced survival [5]. Weight loss in patients 

with cancer is rarely recognized, assessed, or managed 

actively [6]. The importance of gross cachexia as a 

major factor contributing to the morbidity and mortality 

of cancer patients is clearly established [7].   

In advanced cancer patients, cancer cachexia 

affects the life quality of 50 to 80% patients and is 

responsible for 20% of deaths [7]. However, recent 

data also point to an association between even minor 

weight loss and a shortened duration of survival [7]. 

The overall prevalence of low muscle mass is >50% in 

people with newly diagnosed cancer, which is 

considerably higher than the approximately 15% 

prevalence in healthy individuals of similar age (median 

65 years old) [6]. Decreased skeletal muscle mass, 

muscle strength and function have been reported to 

have adverse effects on QOL and life expectancy [7-8].  

In this review, it was aimed to present the 

intention was to outline the pharmacological therapies 

for cancer cachexia-related symptoms, such as weight 

gain, increased appetite, better quality of life, and 

muscle gain ,based on evidence, in cancer patients 

with cachexia.  

  

REVIEW ARTICLE 

D
O

I:
 1

0
.5

4
4

4
8

/i
jn

2
6

1
0

8
 

https://orcid.org/0000-0002-4017-6444
mailto:paty_medd@hotmail.com
https://doi.org/10.54448/ijn26108


International Journal of Nutrology (2026) Page 2 of 11 

International Journal of Nutrology, São Paulo, Vol 19,  Iss 1,  e26108, 2026       

 

Definition of Cachexia   

Since the 90’s cachexia has been received several 

definitions. In late 2006, Evans et al. classified 

cachexia as a syndrome that present with complex 

metabolic abnormalities caused by underlying disease 

and is characterized by loss of skeletal muscle with or 

without loss of fat mass [1]. In 2011, Fearon et al. 

defined cachexia as weight loss of 5% or more within 6 

months, weight loss of 2% or more in patients with a 

body mass index (BMI)< 20% [9].   

In 2017, the European Society of Clinical Nutrition 

and Metabolism (ESPEN) synonymous cachexia with 

“chronic disease-associated malnutrition with 

inflammation in its first guideline on nutrition in cancer 

patient [10]. In 2018, a new criterion for cachexia 

specific to advanced cancer has been proposed [11]. 

This criterion is called cachexia staging score (CSS) 

and includes weight loss in 6 months (0–3 points), 

SARC-F (a screening tool for sarcopenia, 0–3 points), 

ECOG-PS (0–2 points), appetite loss (0– 2 points), and 

abnormal biochemistry (0–2 points), and thus it 

consists of five items (total of 12 points) [11]. Patients 

were classified into the four groups according to CSS 

(noncachexia (0–2 points), pre-cachexia (3–4 points), 

cachexia (5–8 points), and refractory cachexia (9–12 

points). Subjects with more advanced cachexia stages 

had lower skeletal muscle index, higher prevalence of 

sarcopenia, more severe symptom burden, poorer 

QOL, and shorter length of survival [11].   

In 2020, The American Society of Clinical 

Oncology (ASCO) published a guideline for 

management of cancer cachexia [12]. In 2021, the 

European Society of Medical Oncology (ESMO) issued 

clinical practice guidelines for patients with cancer 

cachexia [13]. In the same year, the European Society 

of Clinical Nutrition and Metabolism (ESPEN) published 

its second guideline on nutrition in cancer patient 

[14]. The evolution of cachexia classification and 

guidelines are represented in Figure 1. 

 

 
Figure 1. The evolution of cachexia classification and 

guidelines. Source: Own 

authorship. 

 

Pharmacological Therapies for Cancer Cachexia  

Omega-3 fatty acids  

EPA (eicosapentenoic acid) and DHA 

(docosapentaenoic acid) are incorporated in the blood 

and tissues, and they mediate several biological 

effects. They are involved in membrane organization, 

elasticity, ion permeability (including receptors, 

transporters, signaling proteins and lipids mediators 

with less inflammatory and pro-resolving activity [15-

17].   

This anti-inflammatory action has been evaluated 

for several studies and its impact in weight gain, 

appetite, quality of life and muscle gain in cancer 

patients with cachexia. One of the first studies, Bruera 

et al. [18], randomized sixty patents to ômega-3 fatty 

acid versus placebo and evaluated appetite, fatigue, 

nutritional functional status and nausea. Patients were 

evaluated in day one and 14. The study was negative 

for all end points evaluated. Fearon et al. [19], in the 

same year, in randomize double- blind trial enrolled 

200 patients to receive 2.2 g EPA in the experimental 

group versus placebo. There were a significant 

association between supplementation and weight gain 

and increase in muscle mass in the experimental group 

in the correlation analysis.   

Colomer et al. [20], in a systematic review with 

eight studies evaluated weight gain, appetite and 

quality of life in patients with advanced cancer. 

Patients received EPA dosage greater than or equal to 

1,5 grams/day in eight weeks. The systematic review 

was positive for all end points evaluated. However, the 

weight gain and quality of life had more studies to 

analyze these outcomes. Eight of eight studies included 

in the review evaluate weight gain and seven of eight 

evaluate quality of life. The others end points were 
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evaluated in a small number of studies in the 

systematic review.   

Other systematic review with ten studies and 383 

patients receiving chemotherapy and/or radiotherapy, 

Chua et al. [21] evaluated weight gain, inflammatory 

status, peripheral neuropathy, quality of life and others 

end points in patients that received EPA with or 

without DHA.  Patients received EPA 600 mg a 3,6 

g/day with or without DHA from one to 12 weeks. The 

incorporation of EPA and/or DHA resulted in weight 

maintenance or gain, modification in body composition 

with less muscle mass loss, reduction in inflammation, 

lower oxidative status and improve in quality of life.  

Castro et al. [22], in a systematic review and 

meta-analysis with six studies evaluated weight and 

inflammatory biomarkers and conclude that wasn’t 

change in inflammatory biomarkers in the group of 

omega-3 fatty acid but there was a trend in terms of 

weight gain. A recent meta-analysis with advanced 

non-small cell lung cancer patients with six studies and 

354 patients evaluated change in weight as first end 

point and muscle mass and quality of life as secondary 

end points demonstrating a weight gain, better quality 

of life. The study was negative for muscle gain. The 

summary of the results of studies can be seen in Table 

1. 

 

Table 1. Summary of the results of studies.  
Authors/ 

Variables 
Appetite 

Weight  

gain 
QOL 

Muscle  

mass 

Inflammatory 

biomarkers 

Bruera et al. 

2003 (RT) 
No difference  

No  

difference  

No  

difference  

Not 

evaluated  
Not evaluated  

Coloner et 

al. 2007 

(RT) 

positive*  positive  positive  
Not 

evaluated  
Positive  

Silva et al. 

2015 

(review) 

Heterogneou

s Results  

Positive or 

stabilization  
positive  

Reuction in 

both groups 

(less for  

ômega-3)  

Positive  

Castro et al. 

2022 

Not 

evaluated  

Tendency 

to gain **  

Not 

evaluated  

Not 

evaluated  
Negative  

Chua et al. 

2024 

(review) 

Not 

evaluated  
positive  positive  Negative  Not evaluated  

*Just two studies of review evaluated appetite  

**Just to studies of review evaluated weight gain  

RT: randomized trial.     
  

Beta-hydroxy-beta-methylbutyrate -HMB  

Several pathways have been proposed to explain 

the effects of HMB on muscle health, which includes 

both an increase in muscle protein synthesis and a 

decrease in muscle protein breakdown. HMB stimulates 

muscle protein synthesis by activating the mechanistic 

target of the rapamycin(mTOR) system and the growth 

hormone/insulin like growth hormone factor axis 

[23,24].  

May et al. [25] evaluated HMB associated with 

arginine and glutamine in patients with colon cancer 

stage IV. Patients that received the supplementation 

presented muscle mass gain. In a phase III trial, 472 

patients with lose weight between two and ten percent 

were randomized to receive HMB, glutamine and 

arginine versus placebo twice a day for eight weeks. 

These patients were evaluated to muscle mass as 

primary end point and quality of life and weight as 

secondary end point.   

Berk et al. [26], found no difference in the end 

points analyzed but author highlighted that study had 

great following up fail and others bias that may be 

influenced in the results. In 2019, Bear et al. [27], 

accomplished a systematic review with meta-analysis 

with 15 studies with various pathologies that evaluated 

lean mass as primary end point and weight gain as 

secondary end point. The study showed a trend to 

weight gain and positive to lean mass increase but the 

size of gain was small. However, only two of 15 studies 

had cancer patients and only one study was included in 

the metanalysis. This study evaluated hand grip and 

found a positive correlation.   

A multicenter, randomized controlled phase II trial 

evaluated muscle mass in 38 patients with advanced 

non-small cell cancer. The results of trial were negative 

with the controlled group presenting more muscle 

mass gain than experimental group [28].   

Prado et al. [29], in a systematic review with 15 

studies that included six randomized trial, and nine no 

randomized studies evaluated HMB supplement 

(HMB/Arg/Gln) or HMB-enriched ONS in cancer 

patients with cachexia. Supplementation time varied 

from 10 days to eight weeks. Four randomized trials 

and four no randomized trials evaluated muscle mass, 

and three randomized trials showed muscle mass gain. 

There was gain in muscle function in the follow up of 

no randomized trials and in one randomized trial . The 

force reduction was smaller in hand grip in the 

experimental group in randomized trial and in no 

randomized trials there was a increase in muscle 

function. The summary of the results of studies can be 

seen in Table 2.  

 

Table 2. The summary of the results of studies.  

Authors/ Variables Weight gain QOL 
Muscle 

mass 
Hand grip 

May et al. 2002 

(RT) 
positive  No difference  positive  

Not 

evaluated  

Berk et al. 2008 

(RT) 
negative  negative  negative  

Not 

evaluated  

Bear et al. 

2019 (review) 
negative  Not evaluated  Positive*  positive  

Pascoe et al.  2021 

(RT) 
Not evaluated  Negative  negative  negative  

Prado et al.  2022 

(review) 

Heterogeneous 

results  

Heterogeneous 

results  
positive  positive  

RT: randomized trial  

*small gain size  

   

Anamorelin  

 Anamorelin is a oral ghrelin mimetic and selective 

agonist that exert its action at the ghrelin receptor. In 

https://pubmed.ncbi.nlm.nih.gov/39978274/
https://pubmed.ncbi.nlm.nih.gov/39978274/
https://pubmed.ncbi.nlm.nih.gov/39978274/
https://pubmed.ncbi.nlm.nih.gov/39978274/
https://pubmed.ncbi.nlm.nih.gov/39978274/
https://pubmed.ncbi.nlm.nih.gov/39978274/
https://pubmed.ncbi.nlm.nih.gov/39978274/
https://pubmed.ncbi.nlm.nih.gov/39978274/
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December 2020, anamorelin 100 mg has been 

approved for CACS in Japan, largely based on its 

positive effect on patients’ weight observed in phase II 

trials; however, anamorelin has not been approved in 

the United States or Europe, with the Committee for 

Medicinal Products for Human Use noting its limited 

effect on lean body mass and no proven impact on 

hand grip strength or quality of life; additionally, its 

safety data was inadequately recorded [30]. A 

multicentric phase III trial with non-small-cell lung 

cancer and cachexia (ROMANA 1 and ROMANA 2), 

patients were randomized to anamorelin 100 mg 

versus placebo. The primary end point evaluated lean 

mass and handgrip. The secondaries end points were 

weight and cachexia related symptoms. The study was 

positive for lean mass gain but not handgrip. The study 

too was positive for weight gain, cachexia related 

symptoms except for fatigue that didn’t show 

significative difference between both groups. There 

was no difference in terms of collateral effects. The 

effect most common was hyperglycemia grade three 

and four [31].   

A systematic review with meta-analysis with seven 

studies which patients received 50 and 100 mg 

anamorelin showed weight gain with moderate evidence 

degree, tendency to lean mass gain and no benefit to 

hand grip and overall survive. The result to appetite was 

heterogenous with increased appetite for dose of 100 

mg and negative for 50 mg [32]. The summary of the 

results of studies can be seen in Table 3.  

 

Table 3. The summary of the results of studies.  
Authors/ 

Variables 
Appetite 

Weight 

gain 
QOL 

Muscle 

mass 
Hand grip 

Temel et al. 

2016 (RT) 

(ROMANA 1) 

Not evaluated  Positive  Positive  Positive  Negative  

Temel et al. 

2016 (RT) 

(ROMANA 2) 

Not evaluated  Positive  Positive  Positive  Negative  

Taniguch et 

al. 2023 

(review) 

Heterogeneous  

results  
Positive  positive  Positive  Negative  

*RT: randomized trial  

  

Megestrol Acetate 

In 1993, megestrol had been approved in FDA to 

anorexia treatment and weight loss in HIV patients. 

The mechanism that promotes increased appetite is 

unknown [33]. Randomized study with 122 patients 

with sarcoma, lung cancer and head and neck cancer 

patients evaluated patients in two moments. In first 

analysis, patients received megestrol in dose of 160 

mg and 320 mg for 30 days and there was increased 

appetite in both dosages with more increase in doses 

of 320 mg but without statistical significance and 

there was trend favoring higher dose for weight gain, 

not statistical significative. In second analysis, 

patients that didn’t present weight gain or presented 

weight stabilization without increased appetite with 

initial dosages after three months were randomized to 

higher doses. There was more percentage of weight 

gain and increased appetite with higher dosages but 

without statistical significance.   

In accordance with previous studies Feliu et al. 

[34], Tchekmedyian et al. [35] and Loprinizi et al. 

[36] the most of patients will respond to dosage of 

160 mg. A small portion of patients can respond to 

higher dosages. The study suggests that climbing 

dosages is the best way to administered efficacy and 

collaterals effects and doses above 480 mg may not 

be useful to the symptoms control [33].   

Pascual López et a al. [37] in a systematic 

review evaluate weight gain, appetite and quality of 

life in patients with HIV, cancer and other 

pathologies. Megestrol versus placebo was evaluated 

in 19 studies and showed a not statistical significance 

tendency in weight gain for higher doses of megestrol 

in oncologic patients. Appetite and quality of life too 

presented weight gain for patients that received 

megestrol.   

Ruiz-García et al. [38] performed a systematic 

review with HIV, cancer patients and other 

pathologies in 2005, 2013 and 2018 with slight weight 

gain in megestrol group versus placebo. However, the 

weight gain was not clinically relevant. There wasn’t 

difference in collateral effects between megestrol and 

placebo in the first two reviews, but the latest one 

showed more collateral effects in megestrol group.   

In 2022, Lim Y et al. [39] found different results 

in a systematic review and metanalysis that included 

eight studies with only cancer patients and the 

analysis was divided between two groups: minor dose 

(for those that received until 320 mg) and higher 

dose (for those that received dose above 320 mg). 

The results for weight gain were negative. Patients 

who received high dose megestrol tended to have 

weight loss rather than weight gain.   

These contradictory results may have been 

possible due to Garcia et al systematic review have 

been included other pathologies and not just 

oncologic patients and for not had included other 

studies published after like a Currow et al. [40], a 

randomized study that compared mesgestrol versus 

placebo versus dexamethasone and was negative for 

weight gain. The same negative results for weight 

gain were seen in Telebi. et al. [41] review with 13 

randomized trials. However, a linear dose–response 

meta-analysis indicated that each 200-mg/day 

increment in MA consumption had a significant 

increase in weight gain. This study showed a better 

quality of life with a low evidence level. This result for 
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quality of life was the opposite found by Lim et al., 

[39]. The summary of the results of studies can be 

seen in Table 4.  
 

Table 4. The summary of the results of studies.  

Authors/Variables 
Weight 

gain 
Appetite QOL 

Colateral  

effects 

Higher 

versus 

low 

Gebbia et al. 1996 

(RTC) 
Positive  Positive  

Not 

evaluated  

Similar high versus 

low doses  
Positive  

López et al. 2004 

(review) 
Positive  Positive  Positive  

Similar high versus 

low doses  
Positive **  

Garcia et al. 2005 

Garcia et al. 2013 

Garcia et al. 2018 

(review) 

Positive  Positive  Negative  
Versus placebo 

positive *  

Not 

evaluated  

Lim et al. 2022 

(review) 
Negative  Negative  Negative  

Positive (more 

thromboembolic  

risk)  

negative  

Telebi et al. 2024 

(review) 
Negative  Negative  Positive  Not evaluated  Negative  

* In first two review there wasn’t difference between placebo and 

megestrol group in terms of collateral effects. In the latest review 

there was more collateral effects in megestrol group compared to 

placebo but there wasn’t difference when megestrol was compared 

to other drugs or different dosages (higher versus low).  

** Study included diseases other than cancer like HIV, nervous 

anorexia and degenerative diseases. RT: randomized trial.  

  

Corticoesteroid   

Bruera et al. [42] conducted a randomized study 

with 40 terminal cancer patients and evaluated 

methylprednisolone 32 mg versus placebo for 14 days 

and found increased appetite, better pain control and 

diary activity. Popiela et al. [43] evaluated 

methylprednisolone in 173 patients with terminal 

cancer for eight weeks and found significative 

improvement in quality of life in the experimental 

group versus placebo. There were more 

gastrointestinal and cardiovascular events in the 

corticoid group, but the severity of these events was 

similar in both groups.   

Willox et al. [44] evaluated prednisolone for two 

weeks in a randomized study with 41 cancer patients. 

There was increased appetite in patients that received 

corticoid but no weight gain. Della Cuna et al. [45], 

found better quality of life, in a randomized trial with 

terminal cancer patient, who received 

methylprednisolone for eight weeks. In systematic 

review with 55 randomized studies Yavuzsen et al. 

[46], evaluated several drugs in cancer patients and 

found two drugs that presented evidence for the 

anorexia treatment: corticosteroid and progestines. 

Corticoesteroid increased well-being, appetite and less 

chemotherapy collateral effect.   

A randomized double-blind study with 84 patients 

with advanced cancer that received dexamethasone 4 mg 

for two weeks, there was improvement of fatigue, better 

quality of life, less anorexia. The frequency of adverse 

effects was similar in both groups [47]. The summary of 

the results of studies can be seen in Table 5.  

 

Table5: The summary of the results of studies. 

Authors/Variables Apettite 
Weight 

gain 
QOL 

Colateral 

effects 

Popiela et al. 1989 (RT) 
Not 

evaluated  

Not 

evaluated  
Positive  

More for 

corticoid group  

Willox et al. 1984 (RT) Positive  Similar  
Tendency to 

better  
Not evaluated  

Bruera et al. 1985 (RT) Positive  
Not 

evaluated  
Positive  

No severe 

toxicity  

Della Cuna et al. 1989 

(RT) 

Not 

evaluated  

Not 

evaluated  
Positive  Not evaluated  

Yavuzsen et al. 2005 

(RT) 
Positive  

Positive  

NES*  
Positive  Not evaluated  

Yennurajalingam et al. 

2013 (RT) 
Positive  Positive  Positive  Similar  

RT:randomized trial  

*NES: Not statistic significative   

  

Megestrol versus Corticosteroid   

Two randomized studies evaluated the direct 

comparison between megestrol and corticosteroid. 

Loprinizi et al. [48] evaluated dexamethasone 0,75 mg 

versus megestrol 800 mg versus fluoxymesterone 

10mg twice a day in cancer patients with cachexia. The 

primary end point was weight gain and toxicity. The 

secondary end point was appetite. Megestrol and 

dexamethasone had similar increased appetite with a 

non-statistical trend favor to megestrol. 

Fluoxymesterone was inferior. In terms of toxicity, 

dexamethasone presented more discontinuity 

treatment rate and megestrol more thromboembolic 

events rate.   

Currow et al. [49] evaluated, in a randomized 

trial, megestrol acetate 480 mg versus dexamethasone 

4 mg/day for treatment of symptomatic anorexia in 

people with advanced cancer and there was little 

difference in appetite, weight gain and quality of life. 

The study couldn’t define one standard medication to 

treat anorexia in advanced cancer. The summary of 

the results of studies can be seen in Table 6.  

  

Table 6. The summary of the results of studies. 

Authors/Variables Appetite 
Weight 

gain 
QOL Collateral effects 

Currow et al. 2021 
(RT) 

Similar  Similar  Similar  Similar  

Loprinizi et al. 
1999 (RT) 

Similar  
(1)  

Similar  
Note 
evaluated  

More thromboembolic 
events to megestrol and 
more rate of descontinuity 
to dexamethasone  

(1)  Trend favoring megestrol.  

RT: randomized trial.  

  

Esteroids  

As far as we know we didn’t find many studies the 

evaluate steroids for treatment of cachexia in cancer. 

One randomized trial evaluated nandrolone decanoate 

and other enobosarm in this context. A randomized 

trial evaluates non-small lung cancer patients that 

received 200 mg nandrolone decanoate once per week 

for four weeks versus placebo. There was a tendency 

to a weight loss less severe to nandrolone group. 

However, a half patient in this group lose weight [50].   
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Dobs et al. [51] evaluated enobosarm for muscle 

loss and physical function. Patients were randomized to 

receive enobosarm 1 mg versus 3 mg versus placebo for 

113 days. The primary end point was muscle mass and 

secondaries end points were weight gain, appetite, 

quality of life and physical function. This was the first 

trial to evaluate the efficacy of one selective androgen 

receptor modulator. The study showed significative lean 

mass gain and better physical function that was 

evaluated in a stair climbing test. However, there wasn’t 

alteration in hand grip test. The author highlighted that 

the study presented some limitations as heterogeneous 

group of tumors, patients in different time of treatment 

and small sample. The summary of the results of studies 

can be seen in Table 7.  

  

Table 7. The summary of the results of studies. 

Authors/Variables  Appetite  Weight gain  Hand grip  
Muscle 

mass  

Collateral 

effects  

Chlebowski et al.  

1986  

(review)  

Not 

evaluated  

Tendency 

towards Less  

severe weight 

loss  

Not 

evaluated  

Not 

evaluated  

Not 

evaluated  

Dobis et al. 2013 

(review)  
negative  negative  Negative  Positive**  similar  

*More than half of patients lost weight in both groups.   

**Lean mass gain wasnt accompanied by handgrip improvement.  

  

Mirtazapine  

Mirtazapine is a noradrenergic and specific 

serotonergic antidepressant that has been used in the 

management of several symptoms in cancer patients 

[52]. As an antidepressant, mirtazapine use is 

associated with more appetite stimulation and weight 

gain when compared to other antidepressants [53]. 

Phase II study evaluated mirtazapine 15-30 mg/day for 

eight weeks in 17 advanced cancer patients with 

cachexia.  24% of patients had weight gain and 

increased appetite and one maintained weight. The 

study concluded that mirtazapine is a promised drug 

for treatment of cachexia [54]. Hunter et al., 

evaluated, in a randomized study with 120 patients, 

mirtazapine 15 mg once day for eight weeks versus 

placebo and there wasn’t difference in appetite 

between groups. Patients that received mirtazapine 

presented more drowsiness e less depression been 

considered one option for patients that present 

depression and insomnia in oncologic treatment [55]. 

The summary of the results of studies can be seen in 

Table 8.  

  

Table 8. The summary of the results of studies.  

Authors/Variables  Appetite  
Weight 

gain  
QOL  Colateral effects  

Riechelmann et al. 

2009 (RT)  
positive  positive  

Not 

evaluated  
Not evaluated  

Hunter et al. 2021 (RT)  
Not 

evaluated  
Similar  

Not 

evaluated  

Inrcreased 

drowsiness and  

less depression  

RT: randomized trial. 

Olanzapine  

Olanzapine is a antipsychotic that blockade 

various neurotransmitters as dopamine, serotonin, 

catecholamines, acetylcholine and histamine. Phase II 

study evaluated weight gain, appetite and quality of 

life in 80 patients with advanced cancer to receive 

megestrol 800 mg/day versus olanzapine 5mg/day plus 

megestrol for eight weeks. The association of 

megestrol and olanzapine showed more weight gain 

and increased appetite than megestrol alone, been a 

reasonable association for cachexia treatment. The 

improvement in nausea and vomiting and quality of life 

was bigger for combination [56].  

In 2020, the same author evaluated 30 patients to 

receive olanzapine 5 mg versus placebo for seven days 

and the group that received olanzapine presented with 

less nausea and vomiting and increased appetite and 

well-being [57]. Naing et al. [58] evaluated weight 

gain, in randomized trial, with 39 patients that received 

olanzapine in doses that varied from 2,5 mg to 20 mg. 

Treatment results in modes effect on weight gain, not 

statistical significative.   

A review with seven studies investigated the effect 

and tolerability of olanzapine in doses of 2.5, 5, and 

7.5 mg in 14 patients with advanced cancer. Overall, 

improvements were observed in functional status 

including sleep, appetite, and well-being. One 

limitation of this pilot study was a lack of control group 

and small sample size, but this study provided a 

positive result for further investigation on the use of 

olanzapine for this indication. Low dose olanzapine 

(2.5-5 mg once daily) may be useful in the treatment 

of cachexia for increasing appetite, reducing nausea 

and vomiting, and promoting weight gain. Further 

large-scale multi-center randomized placebo-controlled 

studies will be necessary to investigate the impact of 

olanzapine on weight change in patients with cachexia 

[59]. The summary of the results of studies can be 

seen in Table 9.  

 

Table 9. The summary of the results of studies.  
Authors/Varia

bles  
Appetite  Weight gain  QOL  

Collateral 

effects  

Navari et al. 

2010 (RT)  

Positive to  

olanzapin plus 

megestrol  

Positive to 

olanzapin plus 

megestrol  

Positive to 

olanzapin plus 

megestrol  

Less nausea and 

vomiting to 

olanzapine and 

megestrol  

Naing et al. 

2015 (RT)  
Not evaluated  Postive*  Not evaluated  Not evaluated  

Navari et al. 

2020 (RT)  
Positive  Not evaluated  Not evaluated  

Less nausea and 

vomiting  

Poon et al. 

2024  

(review)  

Positive  Positive  Not evaluated  Not evaluated  

*Modest gain not statistically significative. RT: Randomized trial.  

  

Cannabis  

A randomized phase III study with 164 patients 

evaluated cannabis plus THC (tetrahydrocannabinol) 
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versus THC versus placebo and didn’t find difference 

between groups for appetite, quality of life and toxicity 

[60]. Other randomized study evaluated dronabinol 

versus megestrol versus association of megestrol and 

dronabinol in patients with cachexia. The megestrol 

group presented more increased appetite and weight 

gain compared to group that received combination or 

dronabinol alone [61].   

Brisbois et al. [62] evaluated chemossensorial 

perception of food in patients that received THC 2,5 

mg per twice a day versus placebo for 18 days. In the 

group of THC, there was more intake of proteins and 

better quality of sleep. Simon et al., evaluated 

increased appetite, weight gain, quality of life in 

patients that received cannabinoid in a systematic 

review and meta-analysis with ten studies. There 

wasn’t weight gain, increased appetite or better quality 

of life in cannabinoid group [63]. The summary of the 

results of studies can be seen in Table 10. 

 

Table 10. The summary of the results of studies.  

Authors/Variables  Appetite  
Weight 

gain  
QOL  

Collateral 

effects  

Strasser et al. 2006 

(review)  
similar  

Not 

evaluated  
similar  similar  

Jatoi et al. 2002 

(review)  
negative  negative  

Not 

evaluated  

Not 

evaluated  

Brisbois et al. 2011 

(review)  
Positive*  

Not 

evaluated  
similar  similar  

Simon et al. 2021 

(review)  
Negative  Negative  Negative  

Not 

evaluated  

* Chemosensory perception and food tasted better was superior for 

the cannabinoid group.    

  

Discussion  

There are many studies that evaluate weight loss, 

appetite, quality of life, collateral effects but many of 

these studies don’t evaluate muscle mass loss and its 

function or the number of patients in the trials is small, 

being necessary studies with a bigger sample. The 

importance of muscle mass for better outcomes and 

less toxicity in oncologic treatment is already well 

known and overall survival is prolonged for patients 

that have muscle mass loss attenuated during 

treatment [12-16].   

Omega 3 fatty acid seems to be an option for 

patients, in terms of, maintaining or gain weight and 

quality of life with a tendency to muscle mass gain that 

need to be better evaluated in prospective studies. 

Corticosteroids promotes better quality of life and 

appetite improvement, being an option for patients 

with prejudice of this. Not all studies evaluated weight 

gain but there is a tendency to gain and positive 

results in some studies. Megestrol can be an option for 

weight gain, increased appetite and quality of life [15-

17, 33-36, 42,43] .   

The gain of weight is due to gain of fat mass and 

not muscle mass. And increased dose of megestrol can 

be an option for patients that don’t respond to low 

dose being necessary to climb dose to find better 

results, despite, the most of patients will respond to 

smaller doses. Doses above 480 mg don’t seem to 

bring better results. HMB seems to be associated to 

muscle mass gain but prospective studies with bigger 

size is needed to evaluate better its function in 

oncologic patients. It can be an option for selected 

patients [23-25].  

Olanzapine can be an option to increased appetite 

and with positive results or tendency to positive results 

to weight gain and can reduce nauseas and vomiting. 

It’s association with megestrol can be an option too 

[56-58]. Mirtazapine showed positive results in 

increased appetite and weight gain with collateral 

effects as drowsiness and less depression. It can be an 

option for patients with insomnia and depression [52-

54]. Cannabis didn’t show positive results in most 

studies it terms of weight gain, increased appetite and 

better quality of life and don’t must be used routinely 

in this context [60,61].   

Anamorelin showed versus placebo better quality 

of life, weight gain and muscle mass gain but without 

positive result in handgrip. Can be an option to 

patients but it is just available in Japan. The more 

evidence of positive outcomes in terms of weight gain, 

increased appetite and better quality of life with more 

representativity in controlled trial with largest samples 

seems to be for corticosteroids and megestrol. Some 

studies showed more collateral events for these drugs 

in comparison to placebo but not associated with more 

deaths [30,31].  

 

Conclusion  

It was concluded that knowing how to manage 

patients with cachexia is fundamental for better results 

in oncologic patients. Estimates show that 20% of 

these patients don’t die because of diseases and, in 

fact, because they didn’t receive adequate nutrition 

support and didn’t have health support and wright 

follow up the pre-cachexia and cachexia phase. More 

drugs need to be studied in this context, mainly by 

evaluating muscle mass gain and its function.  
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