
We appreciate Dr. Klement’s insightful comments. The au-
thorsagree thataketogenicdiet (KD)canbeaddedasa typeof
dietary intervention in cancer treatment.We believe the um-
brella term “nutrient restriction” should be used to describe
all types of dietary modification, including caloric restriction
(CR), intermittent fasting (IF), and a KD [1]. Whereas various
typesofnutrient restrictionmayalterkeymolecularpathways
in the samemanner, they may alter others differently. It also
may bedetermined that, clinically, certain cancer types bene-
fitmost froma specific typeof dietary intervention. For exam-
ple, as Dr. Klement states, it may be found that patients with
cancers that are prone to cachexia, such as pancreatic cancer,
may benefit most from a KD, whereas patients with cancers
known to do worse with weight gain, such as breast cancer,
may benefit most from CR or IF [2]. This should be evaluated
thoroughly for each cancer and subtype.

A KD should be evaluated thoroughly. We pointed out
the potential benefit of carbohydrate restriction in our re-
port, as some of the historical CR studies noted the largest
benefit solely with carbohydrate reduction [3]. It is un-
known whether this was accomplished by reducing circu-

lating glucose or fromdownregulation of the insulin growth
factor pathway through a reduction in circulating insulin,
although both may be reasonable assumptions. Recentdata
fromapilottrial inpatientswithcancerreceivingaketogenicdietre-
vealedsucheffectsontheinsulinpathway[4].

We also agree that micronutrients are vital and their con-
tentmust beaddressedwhendiscussing andevaluatingnutri-
ent restriction. Dietary interventions are often thought of as
reductions of macronutrients, more specifically carbohy-
drates, fats, or protein; however, caloric restriction is often a
restriction of overall calories andmay overlookmicronutrient
content, which can be significantly altered with various di-
etary interventions.

Finally, the authors agree that with any dietary interven-
tion during cancer treatment, a multidisciplinary approach is
vital, with both dietary counseling froma trainedprofessional
and counseling in behavioral modification to ensure adher-
ence to the intervention.
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