
We read with interest the Opinion article 
by Nencioni and colleagues (Fasting and 
cancer: molecular mechanisms and clinical 
application. Nat. Rev. Cancer 18, 707–719 
(2018))1 on molecular mechanisms 
involved in the potential application of 
fasting in oncology. We accept that fasting 
and calorie restriction may represent an 
intriguing springboard for developing 
future strategies with potential benefits in 
cancer treatment. However, we would like 
to point out that the clinical application 
of fasting and fasting-mimicking diets 
(FMDs) should only be undertaken with 
extreme caution, and that the media’s 
enthusiasm for this approach is excessive 
and unjustified.

According to a recent consensus article, 
while the results obtained by fasting 
in cellular and animal models might 
conceivably be transferred to and benefit 
patients with cancer in terms of treatment 
response, toxicity and survival remain  
to be ascertained2.

Several trials have been underway to 
determine the potential for short-term 
fasting (STF) in reducing the side effects and 
enhancing the efficacy of chemotherapy. 
However, although a considerable number of 
these have been completed, the results have 
not yet been published3.

Over the past year, only one pilot crossover 
trial in 34 patients with gynaecological cancer 
receiving chemotherapy showed that quality 
of life impairment was lower during STF 
than in non-fasted periods4. Larger studies 
to prove the effect of STF as an adjunct to 
chemotherapy have been lacking, and  
the need for larger studies has been  
stressed by several reviews published in the 
past 8 years3,5–10.

Also, completed and ongoing clinical 
trials have only excluded patients with  
low body mass index and patients 
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reporting significant unintentional weight 
loss3,11,12, which clearly overlooks the 
issues of malnutrition and sarcopenic 
obesity and their negative impact on 
dose-limiting toxicity and survival2,13,14. 
The prevalence of malnutrition and 
sarcopenia in patients with cancer, 
which depends on tumour stage and 
site, may be up to 80%14. Therefore, 
an established indication for fasting, 
which could be limited to a very small 
subset of patients, is not yet available. 
The statement by Nencioni et al., “We 
propose that the combination of FMDs 
with chemotherapy, immunotherapy or 
other treatments, represents a potentially 
promising strategy to increase treatment 
efficacy, prevent resistance acquisition 
and reduce side effects”1, is devoid of clear 
clinical evidence and conflicts with recent 
recommendations from international 
scientific societies14,15.

Another worrying aspect is that the 
application of fasting in oncology has been 
prematurely reported by the media as a 
potential advance in medical oncology, to 
the point where FDM kits have recently 
been commercialized2. These may negatively 
interfere with cancer care, as patients at 
risk of malnutrition or sarcopenia could 
autonomously decrease protein–calorie 
intake during treatment15.

Data on fasting and calorie restriction 
in combination with chemotherapy 
currently represent only a potential for 
clinical development, and future articles 
reviewing this topic can hopefully include 
conclusive clinical data in order to 
consider whether fasting can be used in 
clinical practice.

There is a reply to this letter by  
Nencioni, A., Caffa, I., Cortellino, S. & 
Longo, V. Nat. Rev. Cancer https://doi.org/ 
10.1038/s41568-018-0100-x (2019).
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