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Abstract: Extreme carbohydrate deficits during a ketogenic diet (KD) may result in metabolic adap-
tations reflective of low energy availability; however, the manifestation of these adaptations outside
of exercise have yet to be elucidated in cyclists and triathletes. The purpose of this study is to inves-
tigate the chronic and postprandial metabolic responses to a KD compared to a high-carbohydrate
diet (HCD) and habitual diet (HD) in trained competitive cyclists and triathletes. For this random-
ized crossover trial, six trained competitive cyclist and triathletes (F: 4, M: 2) followed an ad libitum
KD and HCD for 14 d each after their HD. Fasting energy expenditure (EE), respiratory exchange
ratio (RER), and fat and carbohydrate oxidation (FatOx and CarbOx, respectively) were collected
during their HD and after 14 d on each randomly assigned KD and HCD. Postprandial measure-
ments were collected on day 14 of each diet following the ingestion of a corresponding test meal.
There were no significant differences in fasting EE, RER, FatOx, or CarbOx among diet conditions
(all p > 0.050). Although postprandial RER and CarbOx were consistently lower following the KD
meal, there were no differences in peak postprandial RER (p = 0.452), RER incremental area under
the curve (iIAUGC; p = 0.416) postprandial FatOx (p = 0.122), peak FatOx (p = 0.381), or FatOx iAUC (p
=0.164) between the KD and HD meals. An ad libitum KD does not significantly alter chronic EE or
substrate utilization compared to a HCD or HD; postprandial FatOx appears similar between a KD
and HD; this is potentially due to the high metabolic flexibility of cyclists and triathletes and the
metabolic adaptations made to habitual high-fat Western diets in practice. Cyclists and triathletes
should consider these metabolic similarities prior to a KD given the potential health and perfor-
mance impairments from severe carbohydrate restriction.

Keywords: ketogenic diet; high-carbohydrate diet; endurance athletes; low energy availability;
endurance performance; metabolism; energy expenditure; fat oxidation; carbohydrate oxidation

1. Introduction

It is well known that endurance athletes are continually seeking new dietary strate-
gies to improve performance during periods of intensive training. While several profes-
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sional organizations recommend a high-carbohydrate diet (HCD) [1] for endurance ath-
letes, reports suggest that the dietary habits of endurance athletes are misaligned with
these recommendations in practice [2,3], particularly for female endurance athletes who
tend to restrict carbohydrates to a greater degree [4]. Given the competitive nature of en-
durance athletes and the inherent difficulty of consuming carbohydrates at the amounts
necessary for performance improvements, it is common for endurance athletes to attempt
alternate dietary strategies to gain a competitive advantage. Many of these alternate strat-
egies, however, focus on carbohydrate restriction, with the most popular being the keto-
genic diet (KD).

The KD, defined as restricting carbohydrates to <10% of daily energy [5], is used to
achieve ketosis, the metabolic state in which the body increases ketone body production
and relies on fat as its primary energy source [6]. Specifically, endurance athletes employ
the KD to shift the body toward greater fat utilization, otherwise known as “fat adapta-
tion”, in situations where the body would typically and predominately rely on glycogen
utilization [7]. The fat-adapted state can occur within five-to-six days on the KD [8,9] and
is thought to be associated with increased improved performance and glycogen sparing
[6,10,11]. Additionally, it is common for endurance athletes to follow a KD to promote
weight loss and improve performance through increases in speed or power.

Despite the potential performance benefits that may result from a KD, endurance
athletes rely on a delicate balance between training and dietary intake to avoid physical
distress. However, maintaining sufficient energy intake during periods of progressive
training is fundamentally difficult, and intentional deficits in carbohydrate intake without
corresponding changes in training intensity may result in low energy availability (LEA)
and eventual physiological impairment. The health and performance impairments asso-
ciated with LEA are often reflected in lower energy expenditure (EE) and resting meta-
bolic rate (RMR) [12,13], where these metabolic responses routinely adapt to changes in
exercise and dietary intake to conserve energy [14-17].

While the metabolic maladaptations that occur during rigid dietary interventions
have been well-documented in endurance athletes, these findings are often a product of
lower energy intake rather than substrate availability, although recent reports have shown
that extreme carbohydrate restriction leads to symptoms of relative energy deficiency in
sport (RED-S) independent of energy availability [18]. While it is possible that the KD may
result in metabolic adaptations reflective of LEA, many studies report in opposition,
showing increases in EE at rest [19] and during exercise [20] following a KD in addition
to a greater fat utilization during training [7]. However, the majority of the existing liter-
ature has determined the metabolic responses to a KD: (1) in individuals with overweight
or obesity who may not have the metabolic flexibility of trained endurance athletes; (2) in
comparison to a HCD; or (3) during exercise rather than after a meal corresponding to a
KD. Considering that cyclists and triathletes follow dietary patterns more akin to a high-
fat Western diet, have a high degree of metabolic flexibility, and are in the interprandial
state more often than training, it is important to determine the chronic and postprandial
metabolic responses to a KD in relation to typical or recommended dietary patterns. How-
ever, this has yet to be elucidated in cyclists and triathletes. Therefore, the purpose of this
study is to investigate chronic and postprandial EE, respiratory exchange ratio (RER), and
fat and carbohydrate oxidation (FatOx and CarbOx, respectively) following an ad libitum
KD compared to an ad libitum HCD and habitual diet (HD) in trained competitive cyclists
and triathletes.

2. Materials and Methods

The current study is a secondary analysis that stems from a larger line of research.
The primary outcome variables for this study are independent of the outcome variables
included in the larger body of work and only the information describing the sample and
control variables are shared. Furthermore, the methods for conducting the current study
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have been published previously and, thus, are summarized below [21]. A detailed de-
scription of the methods can be found elsewhere [21], but any critical additions or differ-
ences to the methods specific to this study are described in detail. The pre-registration for
this study can be found at ClinicalTrials.gov Identifier: NCT04097171 (accessed 5 October
2021).

2.1. Participants

Six trained competitive cyclist and triathletes (F: 4, M: 2) between the ages of 18 and
65 (37.2 £12.2 years) completed this randomized crossover trial in its entirety. Participants
were considered to be trained competitive based on previous guidelines [22], which in-
cluded cycling 2100 km weekly during the past year and having a VO2max at or above
the 80th percentile for their age and sex (46.6 + 6.7 mL/kg/min). Participants who did not
meet these criteria, were trying to lose weight, or were following a KD or HCD were ex-
cluded. A complete list of the exclusion criteria are presented in previous works [21]. The
study was approved by the Texas Christian University Institutional Review Board (IRB
#192-14) and conducted according to the guidelines put forth in the Declaration of Hel-
sinki. Written informed consent was obtained from all participants prior to participation.

2.2. Design

For this randomized crossover trial, participants were tested at baseline during their
HD and were subsequently assigned to both a 14-day KD and HCD in a random order.
After 14 d of their first randomly assigned diet, participants were immediately crossed
over to the other treatment. Since it takes approximately three-to-five days to reach ketosis
during a KD [23] and because ketosis is immediately washed out after initiating a HCD, a
defined washout period was not used. Similarly, and because of the polarity between the
dietary interventions, the effects of HCD are quickly washed out during severe carbohy-
drate restriction from a KD, which is supported by our findings of either capillary or uri-
nary BHB levels 20.5 mmol/L by day 7 for both participants assigned to the HCD before
the KD. Fasting and postprandial respiratory gases were collected after each condition
(including the HD). The test meals used to measure postprandial metabolism following
the KD and HCD had a composition corresponding with the respective diet and the meal
consumed after the HD reflected the composition of a typical Western diet [24]. Fasting
measures were collected at baseline after each diet condition following a minimum 12-
hour overnight fast from food, beverages, supplements and medications, and an absten-
tion from exercise for 24 h; postprandial measures were collected every 30 min after the
ingestion of the test meal for three hours.

2.3. Diet Conditions

For the KD, participants were asked to consume <10% of their total daily energy from
carbohydrates and 15% of their total daily energy from protein with the remaining from
dietary fat. During the HCD, participants were required to consume >65% of their total
daily energy from carbohydrates and <20% of their daily energy from fat 15% coming
from protein. Participants were instructed to maintain their normal dietary habits during
the HD. All diet interventions were followed ad libitum.

Adherence to the KD and HCD were assessed using digital food logs sent to an in-
vestigator (a registered dietitian) daily for feedback and assistance. Overall compliance to
the KD and HCD were evaluated using three-day dietary records from the second week
of each diet intervention, which were also completed during their HD. Compliance to the
KD was verified daily using urinary ketone strips. Compliance was also measured by col-
lecting capillary $-hydroxybutyrate (3HB; KETO-MOJO, Auburn, CA, USA) at day 7 and
14 of the KD. Ketosis was defined as a capillary (0.99 + 0.25 mmols/L) and urinary (1.82 +
0.52 mmols/L) BHB level > 0.5 mmol/L. Participants maintained their normal exercise and
training habits for the entirety of the study, which were measured and verified using self-
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reported exercise logs and session rating of perceived exertion (sRPE). Participants mon-
itored and reported their weight daily, and any changes in weight >5% were considered
exclusionary.

2.4. Test Meals

Energy content for each test meal was 60% of the participants RMR measured at base-
line. The percentage of energy from protein, carbohydrates, and fat in the ketogenic and
high-carbohydrate test meals matched the percentages assigned to the KD and HCD, re-
spectively. The test meal for the HD matched the composition of a typical Western diet
[24]. Energy, protein, volume, and fiber content were consistent across all three test meals.
A full breakdown of the test meals can be found elsewhere [21].

2.5. Metabolic Response

Respiratory gases were measured using indirect calorimetry (TrueOne® 2400, Parvo-
Medics, Sandy, UT, USA) with a ventilated hood system while the participant lay motion-
less in the supine position in a climate-controlled room. Respiratory gas measurements
were collected at baseline for 30 min to determine fasting EE, and every 30 min for three
hours after consumption of the test meal. Respiratory gases were collected for the first 20
min during each 30 min interval, but only 15 min of that 20 min period were used to eval-
uate metabolic responses [25]. The other 10 min within the 30 min interval were used to
collect other measurements described elsewhere [21] and to perform gas calibrations or to
provide participants with water (120 mL every hour). EE was calculated using the equa-
tions from Mehta et al. [26]:

EE (kcal/d) = [(3.941(VCO2/RER) + 1.106(VCO2)] x 1440
and substrate oxidation was calculated using the Frayn equations [27]:

FatOx (g/min) = (1.67 x VO2) - (1.67 x VCO2)

CarbOx (g/min) = (4.56 x VCO2) - (3.21 x VO2)

Both assume no protein oxidation.

2.6. Procedures

Participants reported to the laboratory for an initial screening visit, which included
the completion of demographic, lifestyle, and health history questionnaires, and a
VO2max test described in detail elsewhere [21].

Upon eligibility, participants reported to the laboratory on a second occasion follow-
ing a minimum 12-hour overnight fast from food, beverages, supplements and medica-
tions, and abstention from exercise to collect descriptive information, including body
composition and RMR. Weight was measured using a digital scale and height using a
stadiometer. Body composition was measured using air displacement plethysmography
(BodPod™, Life Measurement Inc., Concord, CA, USA).

After the first two visits, participants completed three separate experimental visits;
one following each diet condition. Participants arrived at the laboratory for each experi-
mental visit after a >12-hour overnight fast from food, beverages, supplements and med-
ications, and abstention from exercise for 24 h. Height, weight, capillary BHB, and fasting
metabolic measurements were collected upon arrival. Afterward, participants were in-
structed to consume their assigned test meal within 10 min. Respiratory gases were col-
lected every 30 min for three hours after the ingestion of the test meal. The same proce-
dures were followed at each subsequent trial.

2.7. Statistical Analysis



Int. J. Environ. Res. Public Health 2023, 20, 1110 5 of 15

All primary outcome variables for each condition were assessed for normality using
Shapiro-Wilk tests and visual inspection of Q-Q plots. One outlier was detected for post-
prandial CarbOx, but the participant’s fasting CarbOx was normal and their three-hour
postprandial time course followed a similar pattern to that of all other participants and,
thus, this participant was included. The effect of diet condition and meal condition order
were assessed for EE, RER, FatOx, and CarbOx using repeated measures ANOVA and
revealed no order effects. Violations of sphericity occurred on one occasion and were cor-
rected using Greenhouse-Geisser.

The chronic effects of diet condition on fasting EE, RER, FatOx, and CarbOx follow-
ing each two-week dietary intervention were analyzed using repeated measures ANOVA.
For fasting EE, unadjusted values and values regressed to the weight measured after each
diet intervention were analyzed to account for the effect of weight changes during the KD.
Effects of meal condition, time, and interaction on postprandial EE, RER, FatOx, and Car-
bOx were analyzed using mixed models analysis. Peak postprandial responses were cal-
culated as the highest 30 min value after baseline for EE, FatOx, and CarbOx. Because the
ketogenic diet/meal was the condition of primary interest, peak postprandial RER was
calculated as the lowest 30 min value after baseline. The incremental area under the curve
(IAUC) was calculated for each variable across meal conditions and assessed using re-
peated measures ANOVA. Post hoc tests were conducted using Bonferroni corrections
following each omnibus model. In addition to reporting traditional p-values, and to sup-
port the interpretation of these data based on contemporary statistical procedures [28,29],
effect sizes and their corresponding 95% confidence intervals (95%CI) were reported [30].
Partial eta squared (n%) was reported for each omnibus model and Cohens dz was re-
ported following simple effects tests. Mean differences (MD) and their 95%CI were re-
ported when p-values for simple effect tests were not significant, but significant effect
sizes were observed. Statistical significance was accepted at p < 0.05. Statistical analyses
were performed using SPSS version 27 and R version 4.1.2 [31].

3. Results

Participant characteristics are presented in Table 1. Fasting and postprandial iAUC
for EE, RER, FatOx, and CarbOx are presented in Table 2. Postprandial iAUC and the time
course for EE, RER, FatOx, and CarbOx are illustrated in Figures 1-4. A complete analysis
of the control variables between diet conditions is reported in Graybeal et al. [21]. Briefly,
there were no differences in energy intake, exercise distance, or sRPE. Changes in body
mass were <5.0% across conditions, although body mass was significantly lower following
the KD despite having the highest average energy intake among the diet conditions. Meas-
urements of BHB and urinary ketones indicated ketosis and compliance to the KD
throughout. Carbohydrate intake was significantly lower and fat significantly higher dur-
ing the KD (carbohydrate: 8.7 +2.9%; fat: 64.1 + 5.39%) compared to the other diets; carbo-
hydrate intake was significantly higher and fat significantly lower during the HCD (car-
bohydrate: 63.3 + 8.8%; fat: 20.8 + 7.6%) compared to the HD (carbohydrates: 45.8 + 6.86%;
fat: 38.2+7.8%). Percent energy from protein was significantly higher on the KD compared
to the other diets (KD: 26.0 +2.9%; HCD: 14.4 + 3.2%; HD:16.5 + 4.2%).

Table 1. Participant characteristics.

Total (n=6) Female (n=4) Male (n=2)
Age (y) 372+12.2 35.0+9.5 41.5+205
Height (cm) 172.3 +10.0 167.0+5.5 183.5+0.7
Weight (kg) 68.5+17.5 58.2+8.3 89.1+7.1
BMI (kg/m?) 22.7+3.4 20.9+2.0 26.5+2.3
Body Fat (%) 21.3+4.6 21.4+42 21172
FFM (kg) 53.8+13.2 45.6+5.0 70.1+0.8

FM (kg) 14.7+59 12642 19.1+79
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Energy Expenditure (kcals/30 min)

50

45 |

10 |

35 F

30 f

VO2max (mL/kg/d) 46.6 £ 6.7 46.3+7.7 47.3+6.7
RMR (kcals/d) 1617.3 +314.7 1426.3 £ 132.0 1999.5 + 68.6

Data are presented as mean + standard deviation. BMI, body mass index; FEM, fat-free mass; FM,
fat mass; RMR, resting metabolic rate.

Table 2. Metabolic responses during fasting and for postprandial area under the curve.

HD KD HCD
Fasting
EE (kcal/30 min) 28.7 (20.6, 36.8) 26.9 (214, 32.4) 27.5(22.0, 33.0)
RER 0.92 (0.82, 1.02) 0.89 (0.85, 0.93) 0.97 (0.89, 1.05)
FatOx (g/30 min) 0.69 (-0.32, 1.70) 0.92 (0.37,1.47) 0.15 (-0.62, 0.92)
CarbOx (g/30 min) 5.17 (3.41, 6.93) 4.47 (4.09, 4.86) 6.55 (4.74, 8.36)
iAUC
EE (kcal/180 min) 50.5 (44.2, 56.8) 40.0 (29.0, 51.0) 49.4 (42.5,56.3)
RER -0.03 (-0.31,0.37)  —0.28 (-0.44, —0.13) 0.26 (0.02, 0.50)
FatOx (g/180 min) 0.81 (-1.69, 3.31) 4.72 (2.64, 6.81) -2.94 (-4.94, -0.95) =

CarbOx (g/180 min) 1259 (3.54,21.7)2  -1.79(-5.21,-1.62)  19.90 (13.4, 26.4) =

Data are presented as mean (95% confidence interval). N = 6 (F: 4, M:2) for all diet conditions. 2
Significantly different than the ketogenic meal at p < 0.050. HD, habitual diet; KD, ketogenic diet;
HCD, high-carbohydrate diet; EE, energy expenditure; RER, respiratory exchange ratio; FatOx, fat
oxidation; CarbOx, carbohydrate oxidation; iAUC, incremental area under the curve.

IAUC
60
O sD
g T
- a 55 - . KD
. Y EEE - T 2 0
k. SN = HCD
—= S0 F
o
=
E 45 r pom
. = -
g- 40 -
i
&
b
=
3]

30 -

Baseline

30

Time (min)

Figure 1. Postprandial energy expenditure (EE) following a ketogenic meal (KD), a high-carbohy-
drate meal (HCD), and a habitual meal (HD). Each point on the line graph is plotted as mean and
standard deviation. The boxplots represent the incremental area under the curve (iIAUC) where the
line within each box represents the 50th percentile; the upper and lower limits of each box represent
the 25th and 75th percentile; and the upper and lower error bars representing the 10th and 90th
percentile. There were no significant effects between condition and time or for iAUC (p < 0.050).
iAUC: incremental area under the curve; HD: habitual diet meal; KD: ketogenic diet meal; HCD:
high-carbohydrate meal.
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Respiratory Exchange Ratio

Fat Oxidation (g/30 min)

1.10

1.05
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—o—HCD
--0--HD

+

1AUC
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-0.10 |
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Time (min)

Figure 2. Postprandial respiratory exchange ratio (RER) following a ketogenic meal (KD), a high-
carbohydrate meal (HCD), and a habitual meal (HD). Each point on the line graph is plotted as mean
and standard deviation. The boxplots represent the incremental area under the curve 1IAUC) where
the line within each box represents the 50th percentile; the upper and lower limits of each box rep-
resent the 25th and 75th percentile; and the upper and lower error bars representing the 10th and
90th percentile. RER was significantly lower at all timepoints following the KDmeat compared to the
HCDmeal (all p <0.050) and at 60 min (p = 0.034), 150 min (p = 0.038), and 180 min (p = 0.017) compared
to the HDmeal. Postprandial RER was significantly higher following the HCDmeal compared to the
HCDmeal at 60 min (p = 0.024). RERiauc was significantly lower following the KDmeai compared to the
HCDmeal (p = 0.038). HD: habitual diet meal; KD: ketogenic diet meal; HCD: high-carbohydrate meal.
t = significantly different from the KD at p < 0.050. * = significantly different from the HCD at p <
0.050.

--0--HD .
S 1AUC
8 .
—o—HCD ] OHD
¥ I ) = 61 W XD
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15}
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6 L
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Figure 3. Fat oxidation (FatOx) following a ketogenic meal (KD), a high-carbohydrate meal (HCD),
and a habitual meal (HD). Each point on the line graph is plotted as mean and standard deviation.
The boxplots represent the incremental area under the curve (IAUC) where the line within each box
represents the 50th percentile; the upper and lower limits of each box represent the 25th and 75th
percentile; and the upper and lower error bars representing the 10th and 90th percentile. Postpran-
dial FatOx was significantly higher at all timepoints for the KDmea compared to the HCDmeal (all p <
0.050) but only at 180 min compared to the HDmeal (p = 0.007). In addition, postprandial FatOx was
significantly higher during the HDmea at 30 min (p = 0.044) and 60 min (p = 0.050) compared to the
HCDmeal. FatOiauc was significantly higher following the KDmea compared to the HCDmear (p = 0.013)
and for the HDmeal compared to the HCDmeal (p = 0.035). HD: habitual diet meal; KD: ketogenic diet
meal; HCD: high-carbohydrate meal. t = significantly different from the KD at p < 0.050. * = signifi-
cantly different from the HCD at p < 0.050.
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Carbohydrate Oxidation (g/30 min)

80

4.0
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Figure 4. Carbohydrate oxidation (CarbOx) following a ketogenic meal (KD), a high-carbohydrate
meal (HCD), and a habitual meal (HD). Each point on the line graph is plotted as mean and standard
error. The boxplots represent the incremental area under the curve (iIAUC) where the line within
each box represents the 50th percentile; the upper and lower limits of each box represent the 25th
and 75th percentile; and the upper and lower error bars representing the 10th and 90th percentile.
CarbOx was significantly higher at all timepoints following the HCDmeat (all p < 0.050) and at all
timepoints other than 30 min (p = 0.298) for the HDmeal when compared to the KDmeal. There were no
differences in postprandial CarbOx between the HCDmeal and HDmeal. CarbOxiauc was significantly
lower after the KDmeal compared to the HCDmeal (p = 0.005). HD: habitual diet meal; KD: ketogenic
diet meal; HCD: high-carbohydrate meal. t = significantly different from the KD at p < 0.050. * =
significantly different from the HCD at p <0.050.

3.1. Energy Expenditure

There were no significant differences in fasting EE by diet condition before (p =0.321;
n%: 0.20) or after adjusting for the participants weight at the end of each diet (p = 0.194;
n?%: 0.31; Table 2). For postprandial EE, there were significant effects of meal condition (p
=0.029; n%: 0.51) and time (p < 0.001; 1%: 0.79). While not statistically significant (p =0.100),
the data were consistent with postprandial EE being lower following the KDmeal compared
to the HDmea using effect size (d: -1.19, d*%cl: —2.23, —0.09) and MD (MD: -3.32, MD9%*Cl:
-2.23, -0.09) with no other differences observed. The time course for EE by condition is
demonstrated in Figure 1.

There was a main effect of meal condition on postprandial EEpeax (p = 0.003; n)2p: 0.68);
postprandial EEpeak was significantly lower following the KDmeal compared to the HDmeal
(p = 0.024; d: —1.74, d*%Cl: -3.04, -0.40). While not statistically significant (p = 0.105), the
data were consistent with the KDmeat having a lower EEpeak than the HCDmealbased on effect
size (d: -1.16, d**C!: -2.19, -0.07) and MD (MD: -2.37, MD?%"%C1: =223, -0.09). Postprandial
EEiauc was also significantly different by meal condition (p = 0.029; n%: 0.51; Table 2 and
Figure 1). Although not significantly different (p = 0.114), the data were consistent with
EEiauc being lower for the KDmeal compared to the HCDmea based on effect size (d: -1.14,
dos%cl: —2.17, -0.06) and MD (MD: —9.39, MD#®%ct: -18.00, -0.77).

3.2. Respiratory Exchange Ratio

There were no significant effects of diet condition on fasting RER (p = 0.147; n)%: 0.32).
For postprandial RER, the effects of meal condition (p < 0.001; n%: 0.82), time (p = 0.001;
n%: 0.50), and interaction (p < 0.001; n%: 0.43) were observed. Postprandial RER was sig-
nificantly lower following the KDmeal compared to the HCDmeal (p < 0.001; d: —4.89, d®%Ct:
-7.93, -1.86). While not statistically significant (p = 0.066), our data were consistent with
postprandial RER being lower following the KDmeal compared to the HDmeal based on effect
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size (d: —1.28, d*%Cl: —2.37, —-0.14) and MD (MD: -0.07, MD®"C: -0.13, =0.01). The time
course for RER by condition is illustrated in Figure 2.

Postprandial RERpeax was significantly different by meal condition (p = 0.002; 1%:
0.72), where it was lower following the KDmea compared to the HCDumeal (p =0.001; d: -3.62,
ds%cr: -5.92, -1.30) but not the HDmeal (p = 0.452; d: —0.69, d*5*CT: —1.57, 0.24). RERiauc was
significantly different between meal conditions (p = 0.015; n?%: 0.57). RERiauc was signifi-
cantly lower following the KDmeal compared to the HCDmeal (p = 0.038; d: =1.55, d%%CT: =2.75,
-0.29) but not the HDmeal (p = 0.416; d: -0.72, d°%CT: -1.60, 0.22).

3.3. Fat Oxidation

There were no significant effects of diet condition on fasting FatOx (p = 0.132; 1%:
0.33). For postprandial FatOx, there were significant effects of meal condition (p = 0.001;
n%: 0.77), time (p = 0.003; n%: 0.47), and interaction (p < 0.001; n%: 0.49). The effects of meal
condition showed that postprandial FatOx was significantly higher following the KDmeal
compared to the HCDmea (p =0.001; d: 3.38, d%%CL: 1.20, 5.55). While not statistically signif-
icant (p =0.122), the data were consistent with postprandial FatOx being higher following
the KDmeal compared to the HDmeal based on effect size (d: 1.12, d%%C%: 0.04, 2.13) and MD
(MD: 0.78, MD**Cl: 0.05, —1.52). The time course for FatOx by condition is presented in
Figure 3.

Postprandial FatOxpeak was significantly different between meal conditions (p = 0.002;
n%: 0.73), where it was significantly higher following the KDmea compared to the HCDmear
(p=0.003; d: 2.79, d*%C": 0.92, 4.63) but not the HDmeal (p = 0.381; d: 0.75, d*%C%: -0.20, 1.64).
The data were also consistent with FatOxpeax being higher for the HDmeal compared to the
HCDnmea based on effect size (d: 1.10, d%%C: 0.03, 2.12) and MD (MD: 1.19, MD?*cL: (.06,
2.31), although not statistically significant (p = 0.127). FatOxiauc was significantly different
by meal condition (p = 0.001; n%: 0.75), showing that FatOxiauc was significantly higher
following the KDmeal compared to the HCDmeal (p = 0.013; d: 2.03, d%%CT: (.55, 3.46), but not
the HDumeal (p = 0.164; d: 1.02, d*%C: -0.02, 2.00). Additionally, FatOxiauc was significantly
higher after the HDmeal than the HCDmea (p = 0.035; d: 1.58, d%5%C!: 0.31, 2.79).

3.4. Carbohydrate Oxidation

There were no significant effects of diet condition on fasting CarbOx (p = 0.101; 1?%:
0.37). For postprandial CarbOx, there were significant effects of meal condition (p < 0.001;
1% 0.79), time (p < 0.001; n?%: 0.70), and interaction (p < 0.001; n?%: 0.51). Postprandial Car-
bOx was significantly lower following the KDmea compared to the HDmea (p = 0.029; d:
-1.66, d%*Cl: —2.91, -0.35) and HCDmeal (p = 0.002; d: -3.22, d%%C!: =5.30, —1.12). The time
course for CarbOx by condition is presented in Figure 4.

Postprandial CarbOxpeak was significantly different by meal condition (p < 0.001; 1%:
0.88), where it was significantly lower following the KDmeal compared to the HDmeal (p =
0.006; d: —2.44, d*%c: —4.09, -0.76) and HCDumeat (p = 0.001; d: —3.78, d95%C!: -6.18, —1.38). The
data were consistent with CarbOxpeak being higher during the HCDmeal than the HDmeal
based on effect size (d: 1.11, d%%c%: 0.04, 2.13) and MD (MD: 2.41, MD9%%Cl: (.14, 4.67), alt-
hough not significantly different (p = 0.124). Postprandial CarbOxiauc was significantly
different by meal condition (p = 0.001; n%: 0.77), where it was lower after the KDmeal com-
pared to the HCDmeat (p = 0.005; d: —2.47, d%%Cl: —-4.14, —0.77). While not significantly differ-
ent (p = 0.083), the data were consistent with postprandial CarbOxiauc being lower for the
KDnmeal compared to the HDmeal using effect size (d: —1.26, d°%Ct: -2.33, -0.13) and MD (MD:
-14.4, MD9%%Cl: -26 .4, -2.37).



Int. J. Environ. Res. Public Health 2023, 20, 1110 10 of 15

4. Discussion

This study examined the chronic and postprandial metabolic responses to a KD com-
pared to a HCD and HD in a group of trained competitive cyclists and triathletes. While
several studies have reported metabolic responses to a KD in endurance athletes, most
studies have focused on exercise specific responses in comparison to a HCD [7,32-37]. Our
study is unique in its practical approach, where we examined the metabolic responses to
an ad libitum KD in comparison to both an ad libitum HCD and the athlete’s HD, which
allowed us to compare both the KD and HCD to the athletes current dietary practices and
show the effects more likely to be observed outside of a research setting. In addition, en-
durance athletes following a KD are regularly consuming meals in accordance with the
diet’s guidelines and, thus, our study is novel in its examination of postprandial metabolic
responses during each diet separate from those observed during exercise. In summary,
our study showed that, after a HD and an ad libitum two-week KD and HCD, there were
no differences in fasting EE, RER, FatOx, or CarbOx. In addition, we showed that post-
prandial EE and CarbOx were lower after the ketogenic meal, but that there were no dif-
ferences in FatOx or peak RER between the KD and HD.

Few studies have examined the effects of a chronic KD on fasting EE in trained en-
durance athletes [7,32-37]. Interestingly, insights toward our findings may be gleaned
from studies investigating metabolic responses to a KD in individuals with overweight or
obesity. In men with overweight or obesity, Hall et al. [19] previously reported slight in-
creases in EE following a four-week isocaloric KD compared to the participants” HD. Low
active individuals of higher weight status tend to have reduced metabolic flexibility to
elevated dietary fat intake, defined as the ability to increase FatOx under the conditions
of increased lipid availability, compared to their lean and more active counterparts [38].
Thus, it is possible that an increased dietary fat intake without proportional increases in
FatOx would signal increases in EE to maintain energy homeostasis in response to the
greater lipid availability. Given that the cyclists and triathletes in our study likely had a
greater metabolic flexibility as a result of their training and ideal metabolic health status
[39], their greater capacity for lipid oxidation under high-fat conditions may explain the
absence of changes in fasting EE following a KD.

On the other hand, a secondary analysis of the study from Hall et al. [40] reported
that the increases in EE observed between the HD and KD only occurred on days where
participants were free-living outside of a metabolic ward. It is common for physical activ-
ity to increase under free-living conditions, resulting in a greater glucose demand. During
severe carbohydrate restriction, increased glucose demand from physical activity is met
through increased hepatic gluconeogenesis, which may increase EE due to the inefficiency
of this metabolic process [40]. Although our study examined cyclists and triathletes in
free-living conditions similar to this secondary analysis, EE did not increase during the
KD. Because the KD requires the removal of carbohydrates (the primary macronutrient
used to fuel training), it is possible that the restrictions resulted in increased feelings of
fatigue during training, which manifested in lower non-exercise activity and thus similar
net glucose requirements and no increases in EE. While our participants reported no
changes in training or sRPE across diets, it is possible that this information did not capture
differences in general physical activity, which is ultimately a limitation of our study.

Interestingly, our study showed no differences in fasting substrate oxidation, which
is in opposition to similar studies conducted in endurance athletes [32]. As previously
stated, endurance trained individuals have a greater capacity to oxidize fat after the initi-
ation of a high-fat diet, particularly in skeletal muscle [41]. However, increases in FatOx
may be specific to skeletal muscle in endurance trained individuals, where studies show
that improved FatOx from training does not translate to higher 24-hour increases in FatOx
[42], similar to our findings. This is an important distinction given that the majority of
studies have reported changes in substrate utilization during exercise, which may not ex-
plain the chronic whole-day changes in substrate utilization that occur outside of a train-
ing environment. It is also noteworthy to highlight the high-fat intake we observed during
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the HD. Because the cyclists and triathletes in our study were not following a planned
dietary strategy during their HD condition, their ad libitum dietary fat intakes were re-
flective, albeit higher, of a high-fat Western diet. This is unsurprising given that under
free-living conditions, recreationally competitive endurance athletes likely have dietary
patterns resembling their broader community. Thus, their existing high-fat intake (a trade-
mark component of the KD) may have blunted the metabolic shifts commonly observed
during the KD. This may also be why no differences in substrate utilization were observed
between the HD and HCD in reference to CarbOx, given the mixed composition of the
participants’” current diet.

While fasting EE did not differ between diet conditions, postprandial EE was lower
after the KD meal compared to the other conditions. These findings were unsurprising
given that the hierarchy of EE following macronutrient ingestion is protein > carbohydrate
> fat in sequence from largest to smallest thermogenic response [43]. Considering that en-
ergy and protein were controlled across test meals, the higher carbohydrate concentration
in the HD and HCD test meals likely resulted in greater postprandial EE compared to the
KD. It should be noted, however, that the test meal used to resemble a meal consumed
during a KD had a much lower protein content than most KD in practice. This is supported
by the 13% increase in energy from protein between the HD and KD in our study, despite
regular feedback from a registered dietitian. Thus, it is possible that our KD test meal may
not be reflective of a high-protein KD meal in practice, which would, in theory, lead to a
higher postprandial EE than the values that we observed. This also assumes adequate
energy content in a typical ketogenic meal, which may be difficult in practice given the
severe removal of carbohydrates. Future investigations are required to distinguish the dif-
ferences between a ketogenic meal designed in a laboratory setting and one followed in
practice.

The higher fat content in the HD meal may also be why postprandial FatOx did not
appear to favor the KD over the HD. Assuming that the HD test meal resembles the typical
diet composition for this group of athletes and considering that fasting FatOx between the
KD and HD were similar, one could question if there are distinguishable metabolic ad-
vantages of a KD compared to the typical Western diet followed by most recreational
competitive cyclists and triathletes. Studies have shown that severe carbohydrate re-
striction impairs exercise economy and other performance measures in endurance athletes
[36]. Thus, if an athlete’s HD exhibits fasting and postprandial FatOx similar to a KD but
without the caveat of restricting carbohydrates, what is the metabolic advantage of a KD
over the athlete’s habitual intake? Certainly, rapid weight loss during a KD may increase
speed [44] and power-to-weight ratio (W/kg), but without refined carbohydrate restora-
tion strategies, the likelihood of performance decrements remain. As such, future investi-
gations should examine the effects of these ad libitum diet strategies on sports perfor-
mance in this population.

Moreover, there are other issues that warrant discussion. Knowing the potential for
performance declines, the dramatic shift from the athlete’s typical carbohydrate intake
may increase dietary burden without proportional payoffs. The rapid weight loss that
may occur from the KD may also foster potential disordered eating behaviors, particularly
in female endurance athletes, who are more likely to restrict both energy and carbohy-
drates [4]. The high satiety value from large proportions of fat and protein during KD may
also lead to insufficient daily energy intake relative to exercise load (i.e., LEA). As such, it
is possible that KD may contribute to LEA in cyclists and triathletes in addition to the
recently observed health issues associated with carbohydrate restriction, independent of
LEA [18].

The limitations of this secondary analysis have been reported in prior works [21]. The
major limitation of the larger body of work was that the COVID-19 pandemic resulted in
a forced termination of the study and, thus, a smaller sample size. However, given the
contrast between diet conditions, we were able to observe several significant differences,
although significant effect sizes in a smaller sample may not indicate a true effect and



Int. J. Environ. Res. Public Health 2023, 20, 1110 12 of 15

should be interpreted in the appropriate context. In addition, we conducted an a priori
power analysis for a within-subjects repeated measures design using the lowest effect size
of interest observed in our omnibus model (EE, n% = 0.20), an a = 0.05, and a moderate
correlation value of 0.50, and showed that an n of six would yield 80% power. Further, we
conducted a post hoc power analysis that showed that, using these same criteria, six par-
ticipants resulted in 84.4% power. Another limitation specific to this analysis was the short
diet duration. However, studies have shown that ketosis is reached within three-to-five
days on a KD [23], and that metabolic adaptations plateau within a two-week period
[19,45]. Higher protein intake during a KD may have influenced fasting EE, but given that
protein intake is likely to be higher during a KD in practice, our findings are more repre-
sentative of the effects likely to be observed in a real-world setting. Although weight loss
occurred during the KD, we regressed EE to the weights measured after 14 d on each diet
and found no differences. In addition, weight loss during a short-term KD is likely due to
losses in body water and glycogen content [46]. Our study also included a large age range
that may have influenced our results. However, the within-subjects design accounts for,
in part, the between subjects variation in age. Further, cyclists and triathletes in practice
spread across wide age ranges with a large proportion of this population being classified
as masters athletes [4,47].

5. Conclusions

In conclusion, the ad libitum two-week KD did not lead to differences in fasting EE,
RER, FatOx, or CarbOx when compared to an ad libitum HCD or HD in trained competi-
tive cyclists and triathletes. Although postprandial EE and CarbOx were lower after the
KD meal, postprandial FatOX was not significantly different between the KD and HD; it
should be noted that the KD meal had a lower protein content than what may be observed
in practice. It appears that, based on our findings, there are few metabolic advantages in
regard to FatOx between an athlete’s HD (when the diet pattern is representative of a
traditional Western diet) and a KD, where athletes may inherently experience metabolic
responses similar to a KD without the caveat of carbohydrate restriction and need for sub-
stantial restoration. Cyclists and triathletes should consider these metabolic similarities
when attempting a KD given the potential for health and performance impairments dur-
ing severe carbohydrate restriction. For athletes who choose to employ a KD, a short im-
plementation period away from a high-stakes competition may be warranted to evaluate
performance differences from a HD and to practice carbohydrate restoration and timing
strategies prior to a competition.

Author Contributions: Conceptualization, A.].G., AK,, P.R,, J].L.W. and M.S; methodology, A.].G.,
AK, JLW. and M.S,; formal analysis, A.].G. and A K, investigation, A.J.G., AK., KM., G.A. and
R.B.-T.; resources, A.K., ].L.W. and M.S; data curation, A.J.G.; writing—original draft preparation,
A].G.; writing—review and editing, A.K,, P.R,, KM, G.A,, ].L.W,, RB.-T. and M.S,; visualization,
A.].G,; supervision, M.S.; project administration, A.].G. and A.K.; funding acquisition, M.S. All au-
thors have read and agreed to the published version of the manuscript.

Funding: This work was supported in part by the Harris College of Nursing & Health Sciences
Graduate Student Research Grant.

Institutional Review Board Statement: The study was conducted in accordance with the Declara-
tion of Helsinki, and approved by the Institutional Review Board of Texas Christian University (IRB
#192-14, approved September 2019).

Informed Consent Statement: Written informed consent was obtained from all subjects involved in
the study.

Data Availability Statement: Data generated or analyzed during this study are available from the
corresponding author upon reasonable request.

Conflicts of Interest: The authors declare no conflicts of interest.



Int. J. Environ. Res. Public Health 2023, 20, 1110 13 of 15

References

1.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

Thomas, D.T.; Erdman, K.A.; Burke, L.M. Position of the Academy of Nutrition and Dietetics, Dietitians of Canada, and the
American College of Sports Medicine: Nutrition and Athletic Performance. ]. Acad. Nutr. Diet. 2016, 116, 501-528.
https://doi.org/10.1016/j.jand.2015.12.006.

Heikura, LA ; Stellingwerff, T.; Burke, L.M. Self-Reported Periodization of Nutrition in Elite Female and Male Runners and
Race Walkers. Front. Physiol. 2018, 9, 1732. https://doi.org/10.3389/fphys.2018.01732.

Heikura, L A.; Burke, L.M.; Mero, A.A.; Uusitalo, A.L.T.; Stellingwerff, T. Dietary Microperiodization in Elite Female and Male
Runners and Race Walkers During a Block of High Intensity Precompetition Training. Int. J. Sport Nutr. Exerc. Metab. 2017, 27,
297-304. https://doi.org/10.1123/ijsnem.2016-0317.

Graybeal, A]; Kreutzer, A.; Willis, ].L.; Braun-Trocchio, R.; Moss, K.; Shah, M. The Impact of Dieting Culture Is Different be-
tween Sexes in Endurance Athletes: A Cross-Sectional Analysis. BMC Sports Sci. Med. Rehabil. 2022, 14, 157.
https://doi.org/10.1186/s13102-022-00549-4.

Feinman, R.D.; Pogozelski, W.K.; Astrup, A.; Bernstein, R.K; Fine, E.J.; Westman, E.C.; Accurso, A.; Frassetto, L.; Gower, B.A,;
McFarlane, S.I; et al. Dietary Carbohydrate Restriction as the First Approach in Diabetes Management: Critical Review and
Evidence Base. Nutrition 2015, 31, 1-13. https://doi.org/10.1016/j.nut.2014.06.011.

Cox, P.J.; Kirk, T.; Ashmore, T.; Willerton, K.; Evans, R.; Smith, A.; Murray, A.]J.; Stubbs, B.; West, J.; McLure, S.W.; et al. Nutri-
tional Ketosis Alters Fuel Preference and Thereby Endurance Performance in Athletes. Cell Metab. 2016, 24, 256-268.
https://doi.org/10.1016/j.cmet.2016.07.010.

Carey, A.L.; Staudacher, H-M.; Cummings, N.K.; Stepto, N.K.; Nikolopoulos, V.; Burke, L.M.; Hawley, J.A. Effects of Fat Adap-
tation and Carbohydrate Restoration on Prolonged Endurance Exercise. J. Appl. Physiol. 2001, 91, 115-122.
https://doi.org/10.1152/jappl.2001.91.1.115.

Volek, ].S.; Noakes, T.; Phinney, S.D. Rethinking Fat as a Fuel for Endurance Exercise. Eur. J. Sport. Sci. 2015, 15, 13-20.
https://doi.org/10.1080/17461391.2014.959564.

Flatt, J.P. Use and Storage of Carbohydrate and Fat. Am. J. Clin. Nutr. 1995, 61, 9525-959S. https://doi.org/10.1093/ajcn/61.4.952S.
Veech, R.L. The Therapeutic Implications of Ketone Bodies: The Effects of Ketone Bodies in Pathological Conditions: Ketosis,
Ketogenic Diet, Redox States, Insulin Resistance, and Mitochondrial Metabolism. Prostaglandins Leukot. Essent. Fat. Acids 2004,
70, 309-319. https://doi.org/10.1016/j.plefa.2003.09.007.

Cotter, D.G.; Schugar, R.C.; Crawford, P.A. Ketone Body Metabolism and Cardiovascular Disease. Am. ]. Physiol. Heart Circ.
Physiol. 2013, 304, H1060-H1076. https://doi.org/10.1152/ajpheart.00646.2012.

Loucks, A.B. Energy Balance and Energy Availability. In The Encyclopaedia of Sports Medicine; John Wiley & Sons, Ltd.: Hoboken,
NJ, USA, 2013; pp. 72-87, ISBN 978-1-118-69231-8.

Ihle, R.; Loucks, A.B. Dose-Response Relationships Between Energy Availability and Bone Turnover in Young Exercising
Women. J. Bone Miner. Res. 2004, 19, 1231-1240. https://doi.org/10.1359/JBMR.040410.

Guebels, C.P.; Kam, L.C.; Maddalozzo, G.F.; Manore, M.M. Active Women before/after an Intervention Designed to Restore
Menstrual Function: Resting Metabolic Rate and Comparison of Four Methods to Quantify Energy Expenditure and Energy
Availability. Int. J. Sport Nutr. Exerc. Metab. 2014, 24, 37-46. https://doi.org/10.1123/ijsnem.2012-0165.

Melin, A.; Tornberg, AB,; Skouby, S.; Meller, S.S.; Sundgot-Borgen, J.; Faber, J.; Sidelmann, ].J.; Aziz, M.; 5jodin, A. Energy
Availability and the Female Athlete Triad in Elite Endurance Athletes. Scand. ]. Med. Sci. Sport. 2015, 25, 610-622.
https://doi.org/10.1111/sms.12261.

Mountjoy, M.; Sundgot-Borgen, ] K.; Burke, L.M.; Ackerman, K.E.; Blauwet, C.; Constantini, N.; Lebrun, C.; Lundy, B.; Melin,
AK,; Meyer, N.L,; et al. IOC Consensus Statement on Relative Energy Deficiency in Sport (RED-S): 2018 Update. Br. ]. Sport.
Med. 2018, 52, 687-697. https://doi.org/10.1136/bjsports-2018-099193.

Woods, A.L.; Rice, A.].; Garvican-Lewis, L.A.; Wallett, AM.; Lundy, B.; Rogers, M.A.; Welvaert, M.; Halson, S.; McKune, A.;
Thompson, K.G. The Effects of Intensified Training on Resting Metabolic Rate (RMR), Body Composition and Performance in
Trained Cyclists. PLoS ONE 2018, 13, e0191644. https://doi.org/10.1371/journal.pone.0191644.

Mckay, A K.A,; Peeling, P.; Pyne, D.B.; Tee, N.; Whitfield, J.; Sharma, A.P.; Heikura, I.A.; Burke, L.M. Six Days of Low Carbo-
hydrate, Not Energy Availability, Alters the Iron and Immune Response to Exercise in Elite Athletes. Med. Sci. Sport. Exerc. 2022,
54, 377-387. https://doi.org/10.1249/MSS.0000000000002819.

Hall, K.D.; Chen, K.Y.; Guo, J.; Lam, Y.Y.; Leibel, R.L.; Mayer, L.E.; Reitman, M.L.; Rosenbaum, M.; Smith, S.R.; Walsh, B.T.; et
al. Energy Expenditure and Body Composition Changes after an Isocaloric Ketogenic Diet in Overweight and Obese Men. Am.
J. Clin. Nutr. 2016, 104, 324-333. https://doi.org/10.3945/ajcn.116.133561.

Shaw, D.M.; Merien, F.; Braakhuis, A.; Maunder, E.D.; Dulson, D.K. Effect of a Ketogenic Diet on Submaximal Exercise Capacity
and Efficiency in Runners. Med. Sci. Sport. Exerc. 2019, 51, 2135-2146. https://doi.org/10.1249/MSS.0000000000002008.

Graybeal, A.]J.; Kreutzer, A.; Rack, P.; Moss, K.; Augsburger, G.; Willis, ].L.; Braun-Trocchio, R.; Shah, M. Perceptions of Appetite
Do Not Match Hormonal Measures of Appetite in Trained Competitive Cyclists and Triathletes Following a Ketogenic Diet
Compared to a High-Carbohydrate or Habitual Diet: A Randomized Crossover Trial. Nutr. Res. 2021, 93, 111-123.
https://doi.org/10.1016/j.nutres.2021.07.008.

Decroix, L.; De Pauw, K.; Foster, C.; Meeusen, R. Guidelines to Classify Female Subject Groups in Sport-Science Research. Int.
J. Sport. Physiol. Perform. 2016, 11, 204-213. https://doi.org/10.1123/ijspp.2015-0153.



Int. J. Environ. Res. Public Health 2023, 20, 1110 14 of 15

23.

24.

25.

26.

27.

28.

29.

30.

31.
32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

Shilpa, J; Mohan, V. Ketogenic Diets: Boon or Bane? Indian ]. Med. Res. 2018, 148, 251-253.
https://doi.org/10.4103/ijmr.I]JMR_1666_18.

Shan, Z.; Rehm, C.D.; Rogers, G.; Ruan, M.; Wang, D.D.; Hu, F.B.; Mozaffarian, D.; Zhang, F.F.; Bhupathiraju, S.N. Trends in
Dietary Carbohydrate, Protein, and Fat Intake and Diet Quality Among US Adults, 1999-2016. JAMA 2019, 322, 1178-1187.
https://doi.org/10.1001/jama.2019.13771.

Graybeal, A.].; Willis, J.L. Body Composition, Not Dietary Fatty Acid Composition, Explains Metabolic Responses Following a
High-Fat Meal in Premenopausal Normal-Weight Women: A Single-Blind, Randomised, Crossover Study. Br. J. Nutr. 2021, 126,
663-673. https://doi.org/10.1017/50007114520004419.

Mehta, N.M.; Smallwood, C.D.; Joosten, K.F.M.; Hulst, ].M.; Tasker, R.C.; Duggan, C.P. Accuracy of a Simplified Equation for
Energy Expenditure Based on Bedside Volumetric Carbon Dioxide Elimination Measurement— A Two-Center Study. Clin. Nutr.
2015, 34, 151-155. https://doi.org/10.1016/j.clnu.2014.02.008.

Frayn, K.N. Calculation of Substrate Oxidation Rates in Vivo from Gaseous Exchange. |. Appl. Physiol. 1983, 55, 628-634.
https://doi.org/10.1152/jappl.1983.55.2.628.

Lee, D.K. Alternatives to P Value: Confidence Interval and Effect Size. Korean |. Anesth. 2016, 69, 555-562.
https://doi.org/10.4097/kjae.2016.69.6.555.

Halsey, L.G. The Reign of the P-Value Is over: What Alternative Analyses Could We Employ to Fill the Power Vacuum? Biol.
Lett. 2019, 15, 20190174. https://doi.org/10.1098/rsbl.2019.0174.

Lakens, D. Calculating and Reporting Effect Sizes to Facilitate Cumulative Science: A Practical Primer for t-Tests and ANOVAs.
Front. Psychol. 2013, 4, 863. https://doi.org/10.3389/fpsyg.2013.00863.

R: The R Project for Statistical Computing. Available online: https://www.r-project.org/(accessed on 12 December 2022).

Zajac, A.; Poprzecki, S.; Maszczyk, A.; Czuba, M.; Michalczyk, M.; Zydek, G. The Effects of a Ketogenic Diet on Exercise Metab-
olism and Physical Performance in Off-Road Cyclists. Nutrients 2014, 6, 2493-2508. https://doi.org/10.3390/nu6072493.

Stepto, N.K.; Carey, A.L.; Staudacher, H.M.; Cummings, N.K.; Burke, L.M.; Hawley, J.A. Effect of Short-Term Fat Adaptation
on High-Intensity Training. Med. Sci. Sport. Exerc. 2002, 34, 449-455.

Prins, P.J.; Noakes, T.D.; Welton, G.L.; Haley, S.J.; Esbenshade, N.J.; Atwell, A.D.; Scott, K.E.; Abraham, J.; Raabe, A.S.; Buxton,
J.D.; et al. High Rates of Fat Oxidation Induced by a Low-Carbohydrate, High-Fat Diet, Do Not Impair 5-Km Running Perfor-
mance in Competitive Recreational Athletes. J. Sport. Sci. Med. 2019, 18, 738-750.

McSwiney, F.T.; Wardrop, B.; Hyde, P.N.; Lafountain, R.A.; Volek, ].S.; Doyle, L. Keto-Adaptation Enhances Exercise Perfor-
mance and Body Composition Responses to Training in Endurance Athletes. Metabolism 2018, 81, 25-34.
https://doi.org/10.1016/j.metabol.2017.10.010.

Burke, L.M.; Ross, M.L.; Garvican-Lewis, L.A.; Welvaert, M.; Heikura, I.A.; Forbes, S.G.; Mirtschin, ]J.G.; Cato, L.E.; Strobel, N.;
Sharma, A.P.; et al. Low Carbohydrate, High Fat Diet Impairs Exercise Economy and Negates the Performance Benefit from
Intensified Training in Elite Race Walkers. J. Physiol. 2017, 595, 2785-2807. https://doi.org/10.1113/JP273230@10.1111/(ISSN)1469-
7793 IUPSVIRTUALISSUE2017.

Burke, L.M.; Whitfield, J.; Heikura, I.A.; Ross, M.L.R.; Tee, N.; Forbes, S.F.; Hall, R.; McKay, A.K.A.; Wallett, A.M.; Sharma, A.P.
Adaptation to a Low Carbohydrate High Fat Diet Is Rapid but Impairs Endurance Exercise Metabolism and Performance de-
spite Enhanced Glycogen Availability. J. Physiol. 2021, 599, 771-790. https://doi.org/10.1113/JP280221.

Fernandez-Verdejo, R.; Bajpeyi, S.; Ravussin, E.; Galgani, ].E. Metabolic Flexibility to Lipid Availability during Exercise Is En-
hanced in Individuals with High Insulin Sensitivity. Am. ]. Physiol. Endocrinol. Metab. 2018, 315, E715-E722.
https://doi.org/10.1152/ajpend0.00126.2018.

Goodpaster, B.H.; Sparks, L.M. Metabolic Flexibility in Health and Disease. Cell Metab. 2017, 25, 1027-1036.
https://doi.org/10.1016/j.cmet.2017.04.015.

Friedman, M.I; Appel, S. Energy Expenditure and Body Composition Changes after an Isocaloric Ketogenic Diet in Overweight
and Obese Men: A Secondary Analysis of Energy Expenditure and Physical Activity. PLoS ONE 2019, 14, e0222971.
https://doi.org/10.1371/journal.pone.0222971.

Baugh, M.E.; Bowser, S.M.; McMillan, R.P.; Davy, B.M.; Essenmacher, L.A.; Neilson, A.P.; Hulver, M.W_; Davy, K.P. Postpran-
dial Skeletal Muscle Metabolism Following a High-Fat Diet in Sedentary and Endurance-Trained Males. |. Appl. Physiol. 2020,
128, 872-883. https://doi.org/10.1152/japplphysiol.00576.2019.

Melanson, E.L.; MacLean, P.S.; Hill, J.O. Exercise Improves Fat Metabolism in Muscle but Does Not Increase 24-h Fat Oxidation.
Exerc. Sport Sci. Rev. 2009, 37, 93-101. https://doi.org/10.1097/JES.0b013e31819c2f0b.

Westerterp, K.R. Diet Induced Thermogenesis. Nutr. Metab. 2004, 1, 5. https://doi.org/10.1186/1743-7075-1-5.

Sedeaud, A.; Marc, A.; Marck, A ; Dor, F.; Schipman, ]J.; Dorsey, M.; Haida, A.; Berthelot, G.; Toussaint, J.-F. BMI, a Performance
Parameter for Speed Improvement. PLoS ONE 2014, 9, €90183. https://doi.org/10.1371/journal.pone.0090183.

Aragon, A.A.; Schoenfeld, B.J.; Wildman, R.; Kleiner, S.; VanDusseldorp, T.; Taylor, L.; Earnest, C.P.; Arciero, P.J.; Wilborn, C.;
Kalman, D.S.; et al. International Society of Sports Nutrition Position Stand: Diets and Body Composition. J. Int. Soc. Sport. Nutr.
2017, 14, 16. https://doi.org/10.1186/s12970-017-0174-y.

Hall, K.D.; Guo, J.; Courville, A.B.; Boring, J.; Brychta, R.; Chen, K.Y.; Darcey, V.; Forde, C.G.; Gharib, A.M.; Gallagher, I.; et al.
Effect of a Plant-Based, Low-Fat Diet versus an Animal-Based, Ketogenic Diet on Ad Libitum Energy Intake. Nat. Med. 2021, 27,
1-10. https://doi.org/10.1038/s41591-020-01209-1.



Int. J. Environ. Res. Public Health 2023, 20, 1110 15 of 15

47. Graybeal, A].; Kreutzer, A.; Willis, ].L.; Moss, K.; Braun-Trocchio, R.; Shah, M. Age Drives the Differences in Dietary Supple-
ment Use in Endurance Athletes: A Cross-Sectional Analysis of Cyclists, Runners, and Triathletes. J. Diet. Suppl. 2022, 5, 1-19.
https://doi.org/10.1080/19390211.2022.2056670.

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual au-
thor(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.



	Chronic and Postprandial Metabolic Responses to a Ketogenic Diet Compared to High-Carbohydrate and Habitual Diets in Trained Competitive Cyclists and Triathletes: A Randomized Crossover Trial
	Recommended Citation
	Authors

	tmp.1673647687.pdf.b0l54

