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Abstract: Adherence is a critical factor to consider when interpreting study results from randomized
clinical trials (RCTs) comparing one diet to another, but it is frequently not reported by researchers.
The purpose of this secondary analysis of the Keto-Med randomized trial was to provide a detailed
examination and comparison of the adherence to the two study diets (Well Formulated Ketogenic
Diet (WFKD) and Mediterranean Plus (Med-Plus)) under the two conditions: all food being provided
(delivered) and all food being obtained by individual participants (self-provided). Diet was assessed
at six time points including baseline (x 1), week 4 of each phase when participants were receiving
food deliveries (x2), week 12 of each phase when participants were preparing and providing food
on their own (x2), and 12 weeks after participants completed both diet phases and were free to
choose their own diet pattern (x1). The adherence scores for WFKD and Med-Plus were developed
specifically for this study. Average adherence to the two diet patterns was very similar during
both on-study time points of the intervention. Throughout the study, a wide range of adherence
was observed among participants—for both diet types and during both the delivery phase and
self-provided phase. Insight from this assessment of adherence may aid other researchers when
answering the important question of how to improve behavioral adherence during dietary trials.
This study is registered at clinicaltrials.gov NCT03810378.

Keywords: diet adherence; ketogenic; Mediterranean; dietary trial; crossover trial

1. Introduction

The prevalence of type 2 diabetes mellitus (T2DM) is increasing at an alarming rate
in the United States. According to latest national estimates, just over one in ten US adults
have T2DM and one in three adults have prediabetes [1]. Strong evidence supports dietary
modification as an efficacious and cost-effective strategy to prevent and manage T2DM [2,3].
The types and amounts of dietary carbohydrates within a recommended dietary pattern
have been established as important factors in both prevention and treatment [4]. However,
the optimal amounts and sources of carbohydrates remain unclear.

The average carbohydrate intake in the US is in the range of 45-50% of daily energy,
with low-carbohydrate (low-carb) diets providing less than 40% of daily energy intake
from carbohydrates [5,6]. There are many approaches to a low-carb diet. A Mediterranean
diet promotes the consumption of high fat sources such as olive oil, nuts, seeds, avocados
and fatty fish, and as a consequence is a moderately low-carb diet pattern, in the range
of 35-40% energy from carbohydrates [7,8]. The carbohydrate sources promoted by a
Mediterranean diet are of high nutritional quality and include legumes, fruits, whole grains,
and nonstarchy vegetables. In comparison, a Ketogenic diet is the most restrictive low-carb
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diet, in the range of 5-10% energy from carbohydrates [9]. That level of carbohydrate
restriction requires eliminating legumes, fruits, starchy vegetables, and grains (including
whole grains) from the diet. Both the Mediterranean and Ketogenic diets have been
found to improve glycemic control and other diabetes-related outcomes [10-14]. An
important practical question is whether the diets differ in long-term sustainability. Long-
term adherence to diet patterns is important in maintaining any health changes achieved
through dietary changes [15,16], and there is a paucity of data on comparative adherence
to low-carb diets that differ in their level of carbohydrate restriction.

Adherence (i.e., the extent to which participants meet study goals and follow defined
and recommended study diet patterns) is an important factor to consider when interpreting
study results from randomized controlled trials (RCTs) comparing one diet to another.
However, adherence is often inadequately reported [17]. The literature on adherence in
dietary interventions is limited, and the assessments that have been published tend to
focus on metrics, such as attendance to instructional sessions, rather than actual fidelity to
the food and nutrient composition of the study diets. It has been suggested that dietary
adherence may be more important than the macronutrient composition of diets for the
long-term improvement and maintenance of disease-related outcomes (i.e., improved
glycosylated hemoglobin (HbAlc) or weight) [15,18-20].

The primary objective of this Ketogenic vs. Mediterranean (Keto-Med) randomized,
crossover trial was to contrast HbAlc levels among adults with either T2DM or predia-
betes after 12 weeks of assignment to a Ketogenic diet, and 12 weeks of assignment to a
Mediterranean diet. All food was intended to be provided for the first four of the 12 weeks
of each phase (some COVID-19-related disruptions occurred), with food purchase and
preparation being the responsibility of participants during the latter eight weeks of each
12-week phase. Extensive diet assessment data were collected, including a final set of
data collection 12 weeks after participants completed both intervention phases, during
which time participants received no advice or contact from study staff. The purpose of this
secondary analysis was to provide a detailed examination and comparison of adherence to
the two study diets under the two conditions of food being provided (delivered) or food
obtained by individual participants (self-provided), as well as an assessment of which of
the two diet patterns more closely resembled what participants were consuming 12 weeks
after the intervention portion of the study ended.

2. Materials and Methods
2.1. Description of the Keto-Med Trial

The purpose of the Keto-Med randomized, crossover trial was to compare two
metabolically distinct diets, the Well Formulated Ketogenic Diet (WFKD) vs. Mediterranean-
Plus Diet (Med-Plus), defined in detail below, among individuals with T2DM and predia-
betes, for their effects on metabolic health. The primary objective was to determine which
diet is more effective for improving blood glucose control, and to explore whether diabetes
status (T2DM vs. prediabetes) was an effect modifier. Those outcomes are the focus of a
separate publication (in process). The trial was designed as a pilot study, and sample size
was determined by resources. This analysis focuses on adherence and satisfaction to the
two dietary phases of the Keto-Med protocol. Participant enrollment began on 5 June 2019
and continued through 21 February 2020. The date of final follow-up data collection was
4 December 2020. The study design is illustrated in Supplemental Figure S1.

2.2. Modifications to the Study Design Due to COVID-19

A portion of this study was impacted by the shelter-in-place orders (initiated 16 March
2020) that resulted from the COVID-19 pandemic. A full description of modifications to the
study made by the investigators and study staff are described in Supplemental Methods
File S1. Briefly, participants whose end-of-phase blood draws fell during the initial shelter-
in-place order (mid-March to end of May) were asked to extend the duration of their
assigned diets until research staff were able to restart in-person blood draw clinic visits



Nutrients 2021, 13, 967

30f20

in early June. Data collection involving online surveys, phone, or mail continued during
the shelter-in-place—i.e., participants were provided with additional continuous glucose
monitors (CGMs) & stool kits through the mail, and extra dietary recalls were collected.

2.3. Participants

The target population was generally healthy adults >18 years of age with a diagnosis
of T2DM (HbAlc > 6.5% or fasting glucose of >126 mg/dL) or prediabetes (HbAlc > 5.7%
or fasting glucose of >100 mg/dL) [21]. Participants were recruited from the San Francisco
Bay area. Recruitment strategies used by research staff included mass mailings to existing
study participant lists and patient referrals from the clinic of coinvestigator, Sun Kim, MD.
Participants were required to have a stable dietary history, defined as neither including nor
eliminating a major food group within their diet for at least the previous month.

Exclusion criteria were weighing <110 Ibs (45 kg); having a BMI (kg/ m?) > 40; LDL
cholesterol > 190 mg/dL; systolic blood pressure > 160 mmHg or diastolic blood pres-
sure > 90 mmHg. A full description of exclusion criteria is available at clinicaltrials.gov
(NCT03810378).

2.4. Randomization

Once participants completed both the online and in-person screeners to determine
initial eligibility, consented to the study, and completed baseline measurements to deter-
mine final eligibility and diabetes status, they were randomly assigned to a diet sequence.
One group was assigned to WFKD in Phase 1 and Med-Plus in Phase 2. The other group
was assigned the opposite order. The randomization process was stratified by T2DM vs.
prediabetes status. Diet randomization was performed using an allocation sequence deter-
mined by computerized random-number generation in block sizes of 4 by a statistician not
involved in intervention delivery or data collection. Participants did not learn of their diet
group assignment until they completed all baseline measures.

2.5. Dietary Intervention

The intervention component of the study involved having all participants change
their eating habits twice, trying to achieve and maintain two dietary patterns, WFKD
and Med-Plus, for 12 weeks each. A primary dietary objective of the intervention was to
guide study participants to be adherent to two sets of dietary guidelines that shared three
important similarities and differed in three important characteristics (Table 1).

Table 1. Key Similarities and Differences for the Two Keto-Med Randomized Trial Diet Patterns.

Carbohydrate Sources Keto Med
Similar

Added sugars Avoid Avoid
Refined grains Avoid Avoid
Nonstarchy vegetables Include Include

Different

Legumes Avoid Include
Fruits Avoid Include
Whole grains Avoid Include

During the WFKD phase, participants were counseled to sustain nutritional ketosis by
limiting carbohydrates to 20-50 g/day, keeping fats as close to 70% of daily calories as pos-
sible, and keeping proteins to no more than 1.5 g/kg ideal body weight/day. This criteria
is based on the recommendations of Volek and Phinney [22], with the additional dietary
instruction of including consumption of >3 servings/day of nonstarchy vegetables and ade-
quate mineral and fluid intake for the ketogenic state. Whole foods were promoted, mineral
supplements were not encouraged, and all processed foods were strongly discouraged.
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During the Med-Plus phase, participants were encouraged to sustain a Mediterranean
diet based on recommendations from the Mediterranean Diet Pyramid [23], with the
additional restriction of no added sugars or refined grains. Instructions were to follow
a mostly plant-based diet that included vegetables (including starchy vegetables), intact
whole grains, whole fruits, legumes, nuts, and seeds, with fish being the primary animal
protein, and olive oil the primary fat. As in the WFKD, whole foods were promoted, and
all processed foods were strongly discouraged. There was no prescribed washout period
between intervention phases.

Participants were provided with diet education and with reference amounts of diet
components that they should consume per day or per week (Supplemental Methods Files
52-55). The instructions did not include a prescribed caloric deficit; rather participants
were told to eat ad libitum on both diets. Participants received weekly individual nutrition
counseling and education sessions conducted by a health educator (registered dietitian
and certified diabetes educator). These sessions were conducted via email or phone with
a face-to-face meeting every 4 weeks, during transition times. This in-person meeting
changed to videotelephony (Zoom Video Communications, San Jose, CA, USA) after the
start of the COVID-19 pandemic. Throughout each diet phase, educators monitored logged
food intake (logged by participants via Cronometer, (Cronometer Pro, Nutrition Tracking
Software for Professionals; https:/ /cronometer.com/pro) and blood ketone status (when
on WFKD). Participants needing extra support or expressing greater interest in learning
more about their assigned diet were provided with additional sessions.

2.6. Collection of Dietary Intake

Two types of dietary data were collected. For the primary reporting data, three unan-
nounced 24-h dietary recalls (24 h DR) were administered within a one week window
(2 weekdays and one weekend day) of each major time point via telephone by a trained
Registered Dietitian using Nutrition Data Systems for Research (NDS-R) (Nutrition Co-
ordinating Center, Minneapolis, MN, USA, 2019), a computer-based software application
that facilitates the collection of recalls in a standardized fashion [24]. The NDS-R database
includes over 18,000 foods, including 7500 brand name products; ingredient choices and
preparation methods provide 160,000+ food variants. Additionally, NDS-R can generate
values for 178 nutrients, nutrient ratios and other food components, and food group as-
signments are also provided. Dietary intake data gathered by interview was governed by a
multiple-pass interview approach. Five distinct passes provided multiple opportunities for
the participant to recall food intake. A “Foods Amounts Booklet” was used to assist partici-
pants with portion size estimation. Recalls conducted took between 15-45 min to complete,
depending upon the complexity of the intake. Diet assessors had a wide range of availabil-
ity to accommodate participants’ varying schedules, from early morning through evening.
Generous staff time was required for capturing participant recalls. Quality assurance was
performed on all dietary recall data by research staff trained in NDS-R.

Secondly, throughout the study, participants were encouraged to log their food intake
using Cronometer. Participants were instructed to use the app for three purposes: (1) to
increase their awareness of their daily dietary intake; (2) as a communication tool with
the health educators and; (3) to have a log of foods consumed to later be correlated with
blood glucose (from CGM) in response to the meals. Educators reviewed entries and made
dietary suggestions based on current reported intake.

2.7. Food Delivery

Participants were provided with all meals and snacks for the first 4 weeks of each phase
of the study at no cost to them (i.e., weeks 1-4 and weeks 13-16) (see Supplement Methods
File S1 for modifications due to COVID-19). Meals were provided by a San Francisco Bay
Area food delivery service (Methodology; https:/ /www.gomethodology.com/). Research
staff worked closely with the delivery company to develop a set of menu offerings that
exemplify a high-quality ketogenic diet and a high-quality Mediterranean diet. Meals were
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delivered once per week, with 7 days” worth of menu items per delivery, for the first four
weeks during each diet phase. A list of foods provided by Methodology for both diets are
provided in Supplemental Table S1.

Rather than tailoring the weekly deliveries to individually determined energy intake
levels, all participants received a set of menu items designed to provide ~2800 kcal/day for
seven days. This level was intended to be adequate to provide even the largest and most
active participant in the study with adequate energy intake to be sustained without hunger.
Importantly, it was expected and explained that most participants would not eat all of the
food. They were instructed to consume an equal proportion of each menu item over the
course of the week to maintain adequate balance of nutrients. For example, if they were
consuming 50% of the fish menu item over the course of the week, they were instructed
to consume 50% of each of the other dishes over the course of the week. Each recipe
was provided in a separate jar and was prepopulated into the Cronometer application, so
participants were able to log the proportion of the jar they consumed (e.g., % jar or % of the
jar). The health educators reviewed these entries and advised participants if proportions of
items consumed needed adjustments.

For the WFKD phase, recommendations from Volek and Phinney [22] were followed
and adapted based on the food delivery company’s delivering capabilities. One notable
characteristic of the food delivery service was that it was a dairy-free (with the exception
of ghee) and gluten-free operation. The final WFKD menu offerings provided participants
a diet with: 66% fat, 5% carbohydrate, and 29% protein. For the Med-Plus phase, recom-
mendations from the Mediterranean Pyramid [23] were followed and included the extra
restriction of no refined grains and no added sugars. The final menu offerings provided
participants a diet with 46% fat, 38% carbohydrate, and 16% protein.

The study was designed with an initial 4 weeks of food delivery to allow for immediate,
high level adherence at the start of each study phase. In addition, it was expected that after
4 weeks of food delivery and health educator counseling, the study participants would
have a solid understanding of the amounts and types of foods they should purchase and
prepare on their own in order to achieve maximum adherence to the study diets.

2.8. Measure of Adherence to Well Formulated Ketogenic Diet (WFKD) and Mediterranean-Plus
Diet (Med-Plus)

An average of all available dietary recalls and records at each time point was used to
calculate adherence scores. Adherence scores were calculated at six time points from NDS-
R diet data to show degree of adherence to the recommended dietary recommendations.
The six time points included baseline (x1), week 4 of each phase when participants were
still receiving food deliveries (x2), week 12 of each phase when participants were providing
and preparing food on their own (x2), and 12 weeks after participants completed both diet
phases and were free to choose their own diet pattern (x1).

The WFKD adherence score consists of 5 components: total carbohydrates, percent of
calories from fat, nonstarchy vegetables, added sugars, and refined grains. Low-carb intake
is the key tenet of a ketogenic diet; therefore, net carbohydrate intake was weighted to
make up half of the final score. Participants were given between 0—4 points based on how
well their average intake matched recommended carbohydrate intake. A total possible
score was derived by multiplying the points for each component by its scoring factor then
summing the 5 component scores so that the maximum composite score was 10. A higher
score reflects better adherence. The scoring cutoffs for each of the components are provided
in Supplemental Table S2.

The Med-Plus adherence score consists of 8 components. Diet components that
were most heavily emphasized by health educators during instruction were: inclusion of
nonstarchy vegetables, intact whole grains and starchy vegetables, and limiting added
sugars and refined grains. The contribution of these 4 components to the adherence score
were more heavily weighted than the other components. The remaining four components,
including fruits, legumes, fish, and restricting red meat (beef, pork, and lamb), were given
a smaller weighting. Participants were given between 0—4 points based on how well their
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average intake matched recommended intakes for each of the 8 primary components.
A total possible score was derived by multiplying the points for each component by its
scoring factor then summing the 8 component scores so that the maximum composite
score was 10. A higher score reflects better adherence. The scoring cutoffs for each of the
components are provided in Supplemental Table S3.

The weekly meals, as designed and provided by the food delivery service for both
the WFKD and Med-Plus diet, was assigned full points (10 out of a possible 10) on both
adherence scoring scales.

2.9. Measurement of Ketone Levels

While participants were completing the WFKD phase of the study, they were provided
with blood ketone monitors and strips (Abbott Precision Xtra Blood Glucose & Ketone
Monitoring System) to measure ketones three times/week before breakfast (fasting state).
Health educators reviewed these values with participants and used these to adjust car-
bohydrate intake recommendations to try to achieve a ketone range of 0.5-3.0 mmol/L.
Ketone levels of 0.5 to 1.5 mmol/L indicate light nutritional ketosis and levels from 1.5 to
3.0 mmol/L indicate optimal nutritional ketosis [22]. Additionally, participants completed
a fasting venous blood draw at seven time points throughout the study, prebaseline, base-
line, 4 weeks, 12 weeks (end of diet 1), 16 weeks, 24 weeks (end of diet 2), and 36 weeks
(follow-up). B-hydroxybutyrate was analyzed by the Core Laboratory for Clinical Studies
Washington University School of Medicine (St. Louis, MO, USA) on EDTA plasma samples.
Levels were measured by an enzymatic colorimetric method using 3-Hydroxybutyrate
Liquicolor reagents from Stanbio Laboratory (distributed by Sekisui Diagnostics) and were
ran on a Roche cobas ¢501 analyzer.

2.10. Measurement of Satisfaction and Preparedness to Follow Study Diets
2.10.1. Food Satisfaction

At the end of each diet phase, participants were asked to rate the overall level of service
(e.g., delivery, packaging, labeling), overall taste, and overall quality of food products while
receiving food deliveries. When participants were no longer receiving food deliveries and
were purchasing and preparing foods on their own, they were asked to rate their general
understanding of following the diet they were on, frequency of meals prepared at home
versus meals eaten outside of the home, who was preparing meals, satisfaction with the
study diet (taste and variety), and cost of foods for the diet phase compared to their
prestudy diet. When they completed both diets, participants were asked to compare them
in terms of taste and enjoyment, ease of following and affordability. Questionnaire items
are provided in Supplemental File S6.

2.10.2. Diet Satisfaction

Participants were also asked to rate their overall dietary satisfaction at 4 time points:
baseline, end of diet 1, end of diet 2, and 12-week follow-up using the Diet Satisfaction
Questionnaire (DSat-28©) [25]. Questions were grouped by categories, which included
whether they felt they were living a healthy lifestyle, were eating outside the home more
or less often, overall cost of the diet, preoccupation with food, and the planning and
preparation needed for the diet. Questionnaire items are provided in Supplemental File Sé6.

2.10.3. Qualitative Comments about Study Diets

At the conclusion of the study, participants were asked by health educators what
aspects of each diet they preferred.

2.11. Assessment of COVID-19 Related Alterations

Participants were asked to rate their ability to follow assigned diets during the pan-
demic shelter-in-place order, extent of stressors related to the pandemic, and changes in
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physical activity due to the pandemic. Questionnaire items are provided in Supplemental
File Se.

2.12. Data Management

Study data were collected and managed using REDCap (Research Electronic Data
Capture) [26,27]. The Stanford REDCap platform (http:/ /redcap.stanford.edu) is devel-
oped and operated by Stanford Medicine Research IT team. REDCap is a secure, web-based
software platform designed to support data capture for research studies, providing: (1) an
intuitive interface for validated data capture; (2) audit trails for tracking data manipulation
and export procedures; (3) automated export procedures for seamless data downloads to
common statistical packages; and (4) procedures for data integration and interoperability
with external sources.

2.13. Statistical Analysis

This secondary analysis was largely descriptive. Basic summary statistics (means,
standard deviation and range) were used to describe baseline demographic characteristics,
diet composition on both diets, and change in adherence to study diets. Matched-pairs
t-tests were used to quantitatively compare adherence score means to both Keto-Med
Diet Phases by timepoint. A p-value of 0.05 was used to denote significance. Change in
adherence by study phase were depicted graphically using line graphs and butterfly charts.
Data were analyzed and graphed using RStudio (Version 1.2.5042, RStudio Team, 2020).

3. Results
3.1. Demographics

Table 2 presents baseline demographic characteristics. Of the 381 potential participants
that completed an initial online screener for the study, 42 participants were randomly
assigned to the intervention arms (Supplemental Figure S2). Two of the 42 randomized
participants dropped out before beginning their first dietary phase. Four of the remaining
40 participants discontinued the study due to COVID-19 and one participant discontinued
for unknown reasons. Data from participants who discontinued the study were used until
time of dropout. The participants were approximately half female (55%), half Non-Hispanic
white (48%), and mostly college educated (83%). Fifty-three percent of participants had
prediabetes and 47% had T2DM. BMI ranged from 22.7-39.7 kg/m?; age ranged from
41-77 years.

Table 2. Keto-Med Randomized Trial Participants’ Baseline Sociodemographic, Anthropometric, and Metabolic Characteristics *.

Keto-Med (1 = 20) Med-Keto (1 = 20) All (n = 40)

Gender, n

Male 9 9 18

Female 11 11 22
Diagnosis, n

Prediabetes 10 11 21

Type 2 Diabetes Mellitus 10 9 19
Age, year 57.8 £9.2 59.6 £+ 8.8 58.7 £9.1
Highest level of education achieved, n

High school graduate 1 2 3

Some college 2 2 4

College degree 6 6 12

Some postgraduate school 3 2 5

Postgraduate degree 8 8 16
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Table 2. Cont.

Keto-Med (1 = 20) Med-Keto (1 = 20) All (n = 40)

Race/ethnicity, n

Non-Hispanic White 11 8 19

Hispanic/Latinx 2 5 7

Asian 6 5 11

Black/African American 0 1 1

Native Hawaiian/Pacific Islander 1 1 2
Weight, kg

Male 873 +12.1 88.5+174 879 +14.1

Female 92.8 £13.3 85.0 £ 16.6 88.9 +£14.8

Both sexes 90.3 £12.7 86.6 £ 16.6 884 £ 145
Body Mass Index (kg/m?)

Male 28.1+35 29.6 +4.6 28.9 £3.9

Female 33.7£35 322+5.6 33.0£35

Both sexes 31.2+44 31.1£52 31.1+47
Blood pressure, mmHg

Systolic 1226 +£11.3 123.1 +£13.9 1228 + 124

Diastolic 76.0 £10.0 745+ 83 752 £9.0
Blood lipids, mg/dL

HDL cholesterol 48 +11 46 £ 10 47 £10

LDL cholesterol 100 + 31 107 £+ 34 104 £+ 32

Triglycerides 150 £ 97 132 £ 65 141 £+ 81
Fasting glucose, mg/dL

Persons with prediabetes 1112+ 64 103.4 + 12.0 107.1 +10.5

Persons with Type 2 Diabetes Mellitus 138.4 +26.1 143.8 £ 31.3 140.9 £ 28.8
Fasting insulin, uIU/mL

Persons with prediabetes 21.6 £ 144 21.5 +14.5 21.6 £ 144

Persons with Type 2 Diabetes Mellitus 209 +93 124 + 44 169 £ 85
HbA1c levels, %

Persons with prediabetes 58 £0.3 58 +£0.3 58 +£0.3

Persons with Type 2 Diabetes Mellitus 7007 6.9 +0.8 6.9+0.8
Alanine aminotransferase (ALT), IU/L 29 +£13 27 £ 12 28 +£12

1 Values are ns or means + SDs.

3.2. Description of Food Delivery Meals

Macronutrient composition of foods during the food delivery phase as designed, as
delivered, and as consumed by participants are provided in Table 3. The food delivery
company was able to deliver foods that closely matched the macronutrient distribution
designed by the research team. For foods consumed by participants, caloric intake was
lower than expected on both diets, even though participants were not told to restrict intake.
However, even with lower total energy, the percent macronutrient distribution of foods
consumed were largely similar to as designed and as delivered distributions.

3.3. Description of Diet Composition

Nutrient data for means of macronutrients, carbohydrates, whole and refined grains,
fats, and animal and plant proteins, at major study time points, are shown in Figure 1A-E.
Nutrient data at each study timepoint presented separately by randomization order are
shown in Supplemental Figure S3A-E. Although there was no prescribed caloric restriction,
participants reported lowering total calorie intake during food delivery and self-provided
phases of both diets relative to baseline. The biggest difference in macronutrient com-
position of the diet was the carbohydrate:fat ratio. All phases, including baseline, were
<40% in carbohydrates. Intake of carbohydrates dropped on both diets from baseline
levels, but to a much greater extent during the WFKD phase. Added sugar as a part of
total carbohydrate distribution decreased for both diets during the food delivery phase,
was largely maintained at low levels through the self-provided food phase but increased
at follow-up. Compared to baseline, consumption of whole and refined grains dropped
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during the WFKD phase when participants were receiving food deliveries. During the
Med-Plus food delivery phase, participants reduced grain consumption to a lesser extent
than did WFKD, but the reduction was primarily in refined grains; grains consumed during
Med-Plus were primarily whole grains. During the self-provided phase of both diets there
was some recidivism back to baseline levels with increases in grains coming largely from
refined grains. While on the WFKD, participants consumed more fat than at baseline,
and more fat than when on the Med-Plus diet at both the food delivery and self-provided
phases. At 12-weeks follow-up, average grain consumption was still >2-ounce equivalent
servings lower than baseline levels across all participants. During the food delivery phase,
participants on the WFKD shifted to higher and more animal-based protein consumption
compared to during the food delivery phase of the Med-Plus diet. Other than this, for all
time points and both diets, the amount and proportions of protein were similar.

Table 3. Macronutrients of Foods as Designed, as Delivered, and as Consumed During Food Delivery
Component of the Keto-Med Randomized Trial.

Kcals % Fat % Carbohydrates % Protein % Alcohol
As Designed !
WEKD 2796 69 7 24 -
Med-Plus 2784 48 36 16 -
As Delivered 2
WEKD 2816 66 5 29 -
Med-Plus 2952 46 38 16 -
As Consumed 3
WEFKD 1479 £ 420 63+75 10 £ 4.5 25+6.5 2431
Med-Plus 1562 + 399 45+ 6.9 344838 19+£6.3 2+35

Abbreviations: WFKD, Well Formulated Ketogenic Diet; Med-Plus, Mediterranean Plus Diet. 1 Diets as designed
by the research team. 2 Foods that were able to be produced and delivered by food delivery company (Methodol-
ogy). 2 Average of participant intake during the diet phase. “As consumed” averages may be different than “as
delivered” as participants were given a week’s supply of meals, encouraged to eat a particular proportion of each
menu item over the course of the week, but ultimately may have had uneven proportions of menu items over the
course of the week. Further, no alcohol was included in the designed or delivered items, but some participants
reported modest amounts of alcohol consumption during the “food delivery” phase.

3.4. Adherence to Study Diets

Average and range of adherence scores for the two diet phases at the two intervention
time points are provided in Table 4. Individual scores, including the baseline and follow-
up time points are shown in Figure 2. The baseline scores for WFKD (0.9 + 1.0; range
0.0-5.9) and Med-Plus (3.3 £ 1.2, range 0.4-6.0) were calculated and presented for the
purpose of illustrating the magnitude of change participants underwent to shift from
their prestudy diets to their intervention diets. The 12-week postintervention follow-up
scores for WKFD (2.3 & 2.3; range 0.0-8.4) and Med-Plus (4.3 £ 1.7; range 0.8-7.7) were
calculated and presented similarly for the purpose of illustrating which of the two diet
patterns the participants were closer to following after having mastered and experienced
both of them during the intervention phase. The prestudy/baseline diets were not well
aligned with either WFKD or Med-Plus, but of the two they were more similar to Med-Plus.
The follow-up diets were not well aligned with either WFKD or Med-Plus, but as with
baseline, more closely resembled the Med-Plus guidelines than the WFKD guidelines.
Within each diet type, the adherence scores were statistically significantly different for all of
the major time points compared to one another; i.e., baseline, food delivery, self-provided
and follow-up, were all different from one another for WFKD scores and for Med-Plus
scores (all p-values < 0.003) Supplemental Table 54.
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Figure 1. Nutrient data for means of (A) macronutrients, (B) carbohydrates, (C) whole and refined grains, (D) fats, and (E)
animal and plant proteins at four time points (baseline, food delivery, self-provided and follow-up). Two bars are shown for
food delivery and self-provided phases for comparison of data on each of the study diets (WFKD and Med-Plus).

Table 4. Comparison of Adherence Scores between Keto-Med Randomized Trial Diet Phases by Timepoint (maximum

adherence score = 10).

Timepoint Well Formulated Ketogenic Diet Mediterranean Plus Between Dllet
p-Value
Mean + SD Range Mean + SD Range
Food Delivery 76+£21 1.2-10.0 73+£15 3.59.6 0.333
Self-Provided Food 57+3.0 0.3-9.7 54+15 1.7-8.3 0.641

1 Matched-Pairs t-Test of between diets.
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Figure 2. Individual participant change in diet adherence from baseline, food delivery, self-provided, and 12 weeks
postintervention (follow-up). Solid black line represents the mean. While 23/36 (64%) participants received food deliveries
during both diet phases, 13/36 (36%) participants only received food deliveries during their first diet phase due to
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disruptions in the study protocol caused by COVID-19.

While receiving food deliveries, adherence to both study diets increased and was
similar for both diet patterns. Adherence for both diets decreased by a similar amount for
both diet patterns during the self-provided food phase, and, again, the scores were similar.
At 12-weeks postintervention, there was greater recidivism to baseline diet patterns from
the WFKD compared to Med-Plus. However, both the Med-Plus and the WFKD scores
were higher at follow-up than at baseline.

As illustrated in Figure 2, there was considerable variability in adherence scores
among participants for both diet patterns while on-study and at follow-up. The variability
was highest when participants were on the WFKD and were choosing foods on their own.
While average adherence to either diet decreased from the food delivery to self-provided
food phase, adherence to either diet actually increased for a select number of participants.

Comparisons of individual adherence during phases of the study (baseline, food
delivery, self-provided, and 12-week follow-up) for each diet (WFKD and Med-Plus)
stratified by participants with prediabetes and T2DM are shown in Figure 3. Of participants
with follow-up data, the majority (29/34, 85%) reported dietary intakes that were more
similar to the Med-Plus than the WFKD diet at 12-weeks postintervention.

3.5. Ketone Blood Levels

Average weekly blood ketones of participants during the food delivery and self-
provided phases of the WFKD ranged from 0.49 to 1.4 (Supplemental Figure 54). Partic-
ipants were asked to measure and report their blood ketones to the research team via a
mobile app. Some participants reported more frequently than others; on average partic-
ipants had 22 (range 2-64) measurements. The number of measurements provided per
week also ranged from 0-7. Fourteen percent of participants had at least one measurement
during each week of the WFKD, 36% had at least one measurement for at least 10 of the
weeks, 33% had at least one measurement for at least 7 of the weeks, and 17% had at
least one measurement for fewer than 7 of the weeks. For 85% of weeks, the mean blood
ketones for participants were within the light nutritional ketosis range (0.5-1.5 mmol/L).
Average blood ketones were highest during the food delivery phase (weeks 0—4). The
highest average ketone levels were collected during week 3. Following the food delivery
phase, average blood ketones slowly dropped as participants were self-providing food. By
week 11 and 12 blood ketone measurements returned to levels observed at the beginning of
the WFKD phase. Average 3-Hydroxybutyrate measurements at the beginning of the diet
phase, week 4, and week 12 closely matched mean measurements from the participants’
reported finger sticks. The values were below ketosis level at the beginning of the WFKD
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Figure 3. Comparisons of individual adherence during each phase of the study (baseline, food delivery, self-provided and

Table 2 diabetes mellitus (T2DM). Data are shown for participants with data at all four time points. Due to disruptions in

the study protocol caused by COVID-19, participants who did not receive food deliveries during their second diet phase are

denoted with an asterisk (*).

3.6. Satisfaction with Study Diets

When comparing both diets after completing both phases, a clear trend was observed
with respect to diet preference—participants preferred the diet they were assigned to first
(Figure 4). The trend is seen in all diet aspects, including affordability, ease of following,
and dietary enjoyment during both the food delivery and self-provided periods.

Total dietary satisfaction did not significantly change while on the assigned diets
compared to their baseline diets. However, participants did believe that they were leading
a healthier lifestyle on both study diets as well as in follow-up relative to baseline (Figure 5).
Participants ate out less during the study and did not believe that the cost of either diet
differed greatly from their usual diets. Neither preoccupation with food nor the time spent
for planning and preparing meals increased during either of the study diet phases.

3.7. Qualitative Comments about Study Diets

When asked for comments about preferences for either diet, the comments were
equally split for WKFD and Med-Plus (Supplemental Table S5). Many of the comments had
to do with specific food items that participants preferred including (e.g., cream in coffee,
cheese, pork, fruit, grains) or preferred avoiding (e.g., fish, fat). Other comments had to do
with cost, flexibility, social aspects of eating, ease of preparation or ordering in restaurants.
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3.8. Assessment of COVID-19 Related Alterations

Overall, participants who responded to a survey did not believe that the shelter-in-
place order affected their ability to adhere to their assigned diets, as only five indicated
<100% adherence (with values ranging from 60-80%) (Supplemental Figure S5A-C). There
were 23 of 40 participants whose participation was affected by the COVID-19 disruption,
and 14 of the 23 responded to the survey; we were unable to obtain survey responses
from 9 of the 23 despite repeated attempts. Of those impacted, most indicated being only
somewhat rather than greatly impacted, and food accessibility was a greater factor than
other COVID-19 related stressors. Most participants either decreased or did not change
their level of physical activity, while very few participants increased their physical activity
level. Of those who did not change the amount, a subset changed the type of physical
activity they were doing prior to COVID-19.

3.9. Adverse Events

During the trial, there were no serious adverse events requiring hospitalization. There
was one adverse event related to the study or possibly related (a high alanine aminotrans-
ferase (ALT) lab value during the WFKD phase, which was within normal limits when
rechecked three weeks later).

4. Discussion

In this randomized cross-over study contrasting a Ketogenic vs. Mediterranean diet
among adults with either T2DM or prediabetes, we determined that average adherence
between the two diet patterns was very similar during the intervention and involved
substantial changes from prestudy dietary patterns. As might be expected, average ad-
herence was best during the first four weeks of the 12-week diet phases when all meals
were provided by a food delivery service. When study participants were responsible for
purchasing and preparing their own meals, average adherence was then lower, but still
significantly different and higher than prestudy diets. Importantly, for the internal validity
of the study, the adherence scores were strikingly similar between WFKD and Med-Plus
at both the 4-week and 12-week intervention time points. Throughout the study, a wide
range of adherence variability was observed among participants—this was true for both
diet types, and for both the food delivery phase and the self-provided food phase. The
primary goal of the main study was to contrast the impact on blood glucose control of the
two study diets, which is being reported in a separate manuscript. The primary objective
of this secondary analysis was to quantitatively and qualitatively examine how well study
participants understood the diets, how well they were able to adhere to those two diets,
and the degree to which equipoise was achieved. We believe this is an important and
often missed step in the analysis and interpretation of outcomes from dietary pattern
intervention studies.

Given the tailored definitions for the WFKD and Med-Plus in this study, quantifying
adherence required the development of novel metrics. While there are extensive studies that
have reported adherence scores for a Mediterranean diet, most of these are observational
cohort studies and there is no single scoring metric for which consensus has been reached
regarding a standard definition. Previously used definitions are typically complex and
are varied in the number of factors (foods, food groupings, and beverages) specified for
adherence ranging from 8-15 [28-33]. For the Ketogenic diet, the situation is somewhat
different. There have been many intervention studies published that generally use the same
criteria for adherence, the focus being almost solely on the restriction of carbohydrates.
However, there is still some variability in terms of grams vs. percent of carbohydrates, the
specific cut points selected for those grams or percentages, and whether this refers to total
carbohydrates or net carbohydrates [34-38]. Additionally, some sources have a differential
target for initial vs. long-term carbohydrate intake.

Notably, many of the reported trials testing Ketogenic or Mediterranean diet patterns
do not present information on adherence [39-43]. Additionally, some studies included a
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control comparison diet, but do not provide data on adherence to the control diet [44—46].
While several examples of adherence assessment were found among identified intervention
trials with free-living participants, the general adherence was not particularly strong for
either Ketogenic [47-50] or Mediterranean [51] diet patterns. An adherence paper was
reported for the DIRECT Study, which asked participants to rate their own adherence to
their assigned diet on a scale from 0-100 [52]. Although there are likely limitations with
the accuracy of the self-reported adherence, the results indicated lower adherence for a
low-carb diet after 2 years (78%) compared to the low-fat (90%) and the Mediterranean diet
(85%) (p = 0.042 between groups) [52]. While follow-up in the DIRECT Study was longer
than in this study, results are similar in that participants had greater difficulty adhering to
the WFKD at follow-up.

For the current study, previous definitions of adherence to the two diet patterns were
not well aligned with the tailored approach that we were testing. Our definition of the
Mediterranean diet was stricter than others due to the emphasis on limiting added sugars
and refined grains. For both diet patterns, the inclusion of nonstarchy vegetables was
a characteristic weighted more heavily in our adherence score than others. Thus, novel
adherence scores were developed specifically for this study as described in the methods
section. While this limits the opportunity to compare our findings of adherence to those
in other studies with different scoring criteria, the multiple characteristics included in the
scores and the weighted point values assigned to each characteristic closely reflect the
instructions and recommendations provided to participants in this study.

Adherence in nutrition intervention diet pattern studies differs inherently by type
of study. Feeding studies conducted with in-patient or domiciled study participants
provide the greatest opportunity for perfect or near-perfect adherence. Strong examples
of this come from the Hall research group [53-55]. While this allows for optimal dietary
adherence, these types of studies are very expensive and are typically restricted to small
sample sizes for short time periods. Thus, an important adherence issue regarding feeding
studies is the tradeoff between rigor and generalizability [17]. While rigor is a strength,
a criticism of feeding studies is a lack of generalizability of findings regarding feasibility
and sustainability.

In contrast, diet pattern studies that are done in free-living individuals who are
provided with instructions and support are likely to have greater generalizability but
inherently lower adherence levels due to lack of control over what participants consume.
The approach used in the design of the current study was to try to balance rigor and
generalizability. To maximize adherence in the free-living population of this study, all
food was provided for the first 4 weeks of each diet phase. This provided participants the
opportunity to be maximally adherent to the diet starting from the first day of initiation
of each of the two diets, although there were still opportunities for deviations since the
participants were not domiciled and monitored at all times. During the food delivery phase
the health educators were able to explain the diet details to participants in very practical
terms, working with them on challenges resulting from adjusting to an assigned diet,
and helping them to develop plans for shopping and cooking for themselves during the
self-provided portion for that same diet. As reported, adherence was high during the food
delivery phase for both the WFKD and Med-Plus phases and very similar quantitatively
(~7.5/10) in terms of the adherence scores that were standardized to a range of 0-10.

We initially assumed that study participants would be reluctant to shift to purchasing
and preparing their own foods after receiving free delivery of foods. Thus, we provided
an option to continue receiving some of the delivered foods at the participant’s own cost.
We observed, somewhat to our surprise, that after 4 weeks of food delivery, all of the
participants declined and preferred to prepare their own foods, largely due to an interest
in a greater variety of foods than had been provided in the seven-day cycle of delivered
foods for the past month. Although average adherence decreased during the self-provided
phase, there were a few exceptions where adherence to either diet increased for a select
number of participants. This may have been due to greater flexibility in being able to
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select preferred foods that still met macronutrient targets rather than foods provided
by the delivery service. For others, having access to greater variety was welcomed but
also provided more opportunities to deviate from the prescribed diet pattern parameters.
At this stage all participants were eager to receive shopping lists, recipes, and sample
menus—which were provided—and most participants expressed strong intentions of using
these materials. Interestingly, we observed that these were seldom used. Participants
ended up making modest but not major modifications to their habitual choices. Although
disappointing, this speaks importantly to the feasibility and long-term sustainability of diet
patterns, as participants by that time were well informed as to the specifics of following
the diet from the examples of the delivered food and the repeated sessions with the study
health educators.

A notable issue encountered by the health educators on both diets was variability in the
participant’s own definition of success. For the study team, success meant strict adherence
to the prescribed diet. However, for many participants, the goal was to lose weight, limit
food intake during certain hours or be able to continue to consume their favorite foods while
minimizing glucose excursions—none of which were actual objectives of the prescribed
diet intervention. It was observed that when participants did not experience fulfillment
of their personal goals, they were discouraged from following the diet. In an attempt
to address this, participants were encouraged to log and share their food choices daily
using Cronometer to help educators review their diets and give specific recommendations.
Educators were sensitive to participants” preferences and goals and worked with each
one individually to find a realistic way to adhere to the diet as much as possible given
their particular situation. Although this deviated substantially from perfect adherence,
this was a reflection of what clinicians are likely to encounter when working with patients
on achieving and maintaining dietary changes and therefore emphasized generalizability,
as intended.

There were a few distinct issues specific to each diet that created relative challenges
and advantages regarding adherence. A relative challenge to the Med-Plus diet was that
the guidelines were more complex than WKFD. While on the Med-Plus phase, participants
were instructed to find ways to incorporate multiple servings of legumes, fruits, and whole
grains, preferably every day. This also required taking into consideration the many different
types of legumes, fruits, and whole grains available, and finding recipes or menu items
that were personally appealing. Participants often expressed to the health educators that
they found it difficult to know if they were appropriately following the Med-Plus diet.

In contrast, the WFKD was a very simple diet to explain and understand, and it was
easy for participants to follow the instructions—for legumes, fruits, and grains, none were
allowed (with the exception of occasional berries). Another adherence advantage for the
WEFKD was the home-based measurement of ketone levels which provided feedback on
being in ketosis, whereas there was no parallel biochemical parameter being assessed for
Med-Plus adherence. However, a challenge during the WFKD phase was the extreme
carbohydrate restriction, which meant the exclusion of many commonly consumed foods,
making it harder to follow in the long-term. This exclusion of foods made it more challeng-
ing for participants that shared meals with their families, with many participants finding
that they often had to make separate meals for themselves and their families while on
the WEKD.

The use of CGMs at weeks 4 and 12 of the diet phases was a beneficial factor that
helped with adherence for both diets. These devices provided real-time information
on blood glucose response to the meals and snacks consumed. Many participants re-
ported that seeing these values was very educational and contributed to more successful
behavior change.

The COVID-19 pandemic with the shelter-in-place ordinance started when approx-
imately half of the participants were still going through the protocol. Thirteen of the
40 participants did not get the provided food delivery meals for the second of the two diet
phases. Some participants had to extend the intervention period of one of the two diet
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phases, as long as two extra months, and some completed virtual meetings with health edu-
cators rather than in-person meetings. During that time, the health educators made sure to
contact participants using their preferred mode of communication (Zoom, phone, and/or
email) and worked with them on the immediate challenges, such as access to appropriate
food, while also allowing them to express their emotional distress. For many, being in the
study was a helpful way of dealing with the many changes to their lives as it gave them a
concrete goal and motivation to continue to nourish themselves in a healthy manner. An
important insight gleaned was that the frequency of the meetings was more important than
the length of the visit. The brief Zoom calls and emails compared to in-person also served
to reduce the participant burden of having to come to in-person meetings.

This study has several strengths including the crossover design which allowed each
participant to serve as their own control. Each diet phase of the study included two
stages—food delivery and self-provided, helping to maximize the overall rigor and gener-
alizability of the study, respectively. A 12-week follow-up phase provided insights about
sustainability—long-term dietary behaviors after participants completed the study and
were free to choose which diet pattern they wanted to follow. Dietary adherence was
determined using two measures of 24-h dietary assessment: dietary recalls collected at
specific time points by trained study staff (via NDS-R) and food logging that could be
completed at any time throughout the study by participants (Cronometer). In addition to
dietary data, for the WFKD phase participants measured their blood ketone levels which
provided a biological method of adherence to which we were able to compare our more
subjective WFKD adherence score.

The study also involved several limitations. First, due to the COVID-19 pandemic
and shelter-in-place restrictions, many participants were on the study diets for longer than
intended per protocol. This contributed to four study drop-outs. Despite the unexpected
circumstances, the study had overall high retention and minimal missing data. The miss-
ingness of the data during shelter-in-place was minimized by the ability to conduct surveys
and collect CGM data and diet assessment data remotely. It is important to note that our
adherence scoring for both diets was novel and was not validated; however, a review of
the literature suggests there is no consensus on a single adherence definition for either the
Ketogenic or the Mediterranean diet. We also had a team of registered dietitians review
adherence scoring for content validity. Further, although the use of multiple measures of
dietary assessment is a strength, the self-reported diet data from both methods remains
prone to reporting bias and measurement error. This limitation was also somewhat mini-
mized for the first 4 weeks of each diet phase when selected diet-pattern compliant foods
were delivered, allowing for increased knowledge of what participants should have been
consuming and reporting.

5. Conclusions

For nutrition intervention studies involving dietary patterns, it is obviously important
to have participants follow protocol diets as closely as possible, and to measure actual
adherence assessments in order to inform the interpretation of main findings [17]. Unfortu-
nately, we find that this is seldom done. Macronutrient content is only one of many factors
influencing adherence. Dietary choices and behaviors are complex and determined by
different individual-level factors (e.g., food preference, knowledge), cultural factors (e.g.,
social support and social norms), economic factors (e.g., income), and the nutrition envi-
ronment (e.g., access, availability) [56]. Ideas to increase adherence include supplying food,
close monitoring, clear diet instructions, opportunities for participants to measure their
own adherence (e.g., ketones, tallying carbs, CGMs), personalized advice and recommen-
dations acknowledging participants efforts and goals, working with participants through
life challenges experienced during the study protocols, and framing study adherence as a
way of having some control of their lives. This in-depth assessment of adherence will serve
to help with the interpretation of the main study findings that will be reported separately.
Finally, we hope the approaches taken in this secondary analysis of adherence will help to
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inform other investigators of strategies and assessments they may want to incorporate in
future nutrition intervention studies.

Supplementary Materials: The following are available online at https://www.mdpi.com/2072-6
643/13/3/967/s1, Figure S1: Keto-Med Randomized Trial Study Design; Table S1: Foods Pro-
vided During the Food Delivery Component of the Keto-Med Randomized Trial; Table S2: Well
Formulated Ketogenic Diet (WFKD) Scoring; Table S3: Mediterranean Diet Plus (Med-Plus) Scoring;
Figure S2: Consort Diagram for the Keto-Med Randomized Trial; Figure S3A-E: Nutrient Data by
Randomization Order; Table S4: Comparison of Adherence Scores Within Keto-Med Randomized
Trial Diet Phases by Timepoint; Figure S4: Average Blood Ketones Per Week During WFKD Phase;
Table S5: Selected Qualitative Responses from Participants about Likes/Dislikes of Study Diets;
Figure SSA-C: COVID-19 Related Alterations on Adherence and Physical Activity. Supplemental
File S1: Modifications to the Study Design Due to COVID-19; Supplemental File S2: WFKD Diet
Instructions; Supplemental File S3: Med-Plus Diet Instructions; Supplemental File S4: Instructions to
Start Cooking WFKD; Supplemental File S5: Instructions to Start Cooking Med-Plus; Supplemental
File S6: Keto-Med Randomized Trial Questionnaire Items for Food Satisfaction, Diet Satisfaction,
and COVID-19 Related Alterations

Author Contributions: Conceptualization, M.].L. and C.D.G.; methodology, M.].L., D.P. and C.D.G.;
formal analysis, M.].L.; writing—original draft preparation, M.].L., A.C. and D.P,; writing—review
and editing, M.J.L.,, A.C, D.P,LR.D., CP,L.A,JLR,SHK. and C.D.G,; visualization, M.J.L., L.R.D.
and C.P; supervision, C.D.G.; project administration, J.L.R. and C.P; funding acquisition, C.D.G. All
authors have read and agreed to the published version of the manuscript.

Funding: Supported by several unrestricted research gifts (to C.D.G.), National Heart, Lung, and
Blood Institute NIH T32HL007034 (M.].L., A.C.), Stanford Clinical Translational Science Award NIH
UL1TR001085 and TL1R001085, and Stanford Diabetes Research Center NIH P30DK116074.

Institutional Review Board Statement: Procedures for this study were followed in accordance with
the ethical standards from the Helsinki Declaration and were approved by the Stanford University
Human Subjects Committee (Institutional Review Board) (protocol 49218, 13 February 2019).

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

Data Availability Statement: The data that support the findings of this study are available from the
corresponding author (C.D.G.), upon reasonable request.

Conflicts of Interest: The authors declare no conflict of interest. The funders had no role in the design
of the study; in the collection, analyses, or interpretation of data; in the writing of the manuscript, or
in the decision to publish the results.

References

1. Centers for Disease Control and Prevention. National Diabetes Statistics Report, 2020; Centers for Disease Control and Prevention,
U.S. Department of Health and Human Services: Atlanta, GA, USA, 2020.

2. Evert, A.B.; Dennison, M.; Gardner, C.D.; Garvey, W.T,; Lau, KH.K.; MacLeod, J.; Mitri, J.; Pereira, R.F; Rawlings, K.; Robinson, S.
Nutrition therapy for adults with diabetes or prediabetes: A consensus report. Diabetes Care 2019, 42, 731-754. [CrossRef]

3.  Stanley, K. Position of the Academy of Nutrition and Dietetics: The role of medical nutrition theorapy and registered dietitian
nutritionists in the prevention and treatment of prediabetes and type 2 diabetes. J. Acad. Nutr. Diet 2018, 118, 343-353.

4. Bantle, ].P.; Wylie-Rosett, J.; Albright, A.L.; Apovian, C.M.; Clark, N.G.; Franz, M.].; Hoogwerf, B.].; Lichtenstein, A.H.; Mayer-
Davis, E.; Mooradian, A.D. Nutrition recommendations and interventions for diabetes: A position statement of the American
Diabetes Association. Diabetes Care 2006, 29, 2140-2157. [CrossRef]

5. Spritzler, F. A low-carbohydrate, whole-foods approach to managing diabetes and prediabetes. Diabetes Spectr. 2012, 25, 238-243.
[CrossRef]

6. Hite, A.H.; Berkowitz, V.G.; Berkowitz, K. Low-carbohydrate diet review: Shifting the paradigm. Nutr. Clin. Pract. 2011,
26, 300-308. [CrossRef]

7. Estruch, R.; Ros, E.; Salas-Salvado, ]J.; Covas, M.-L; Corella, D.; Arés, F; Gémez-Gracia, E.; Ruiz-Gutiérrez, V.; Fiol, M.; Lapetra, J.
Primary prevention of cardiovascular disease with a Mediterranean diet. N. Engl. J. Med. 2013, 368, 1279-1290. [CrossRef]

8.  Davis, C; Bryan, J.; Hodgson, J.; Murphy, K. Definition of the Mediterranean diet; a literature review. Nutrients 2015, 7, 9139-9153.
[CrossRef]

9.  Kirkpatrick, C.E; Bolick, J.P.; Kris-Etherton, PM.; Sikand, G.; Aspry, K.E.; Soffer, D.E.; Willard, K.-E.; Maki, K.C. Review of current

evidence and clinical recommendations on the effects of low-carbohydrate and very-low-carbohydrate (including ketogenic)


https://www.mdpi.com/2072-6643/13/3/967/s1
https://www.mdpi.com/2072-6643/13/3/967/s1
http://doi.org/10.2337/dci19-0014
http://doi.org/10.2337/dc06-9914
http://doi.org/10.2337/diaspect.25.4.238
http://doi.org/10.1177/0884533611405791
http://doi.org/10.1056/NEJMoa1200303
http://doi.org/10.3390/nu7115459

Nutrients 2021, 13, 967 19 of 20

10.

11.

12.

13.

14.

15.
16.

17.

18.

19.

20.

21.

22.
23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

diets for the management of body weight and other cardiometabolic risk factors: A scientific statement from the National Lipid
Association Nutrition and Lifestyle Task Force. J. Clin. Lipidol. 2019, 13, 689-711. [CrossRef]

Martin-Peldez, S.; Fito, M.; Castaner, O. Mediterranean Diet Effects on Type 2 Diabetes Prevention, Disease Progression, and
Related Mechanisms. A Review. Nutrients 2020, 12, 2236. [CrossRef]

Sleiman, D.; Al-Badri, M.R.; Azar, S.T. Effect of mediterranean diet in diabetes control and cardiovascular risk modification:
A systematic review. Front. Public Health 2015, 3, 69. [CrossRef]

Georgoulis, M.; Kontogianni, M.D.; Yiannakouris, N. Mediterranean diet and diabetes: Prevention and treatment. Nutrients 2014,
6, 1406-1423. [CrossRef] [PubMed]

Westman, E.C.; Tondt, J.; Maguire, E.; Yancy, W.S., Jr. Implementing a low-carbohydrate, ketogenic diet to manage type 2 diabetes
mellitus. Expert Rev. Endocrinol. Metab. 2018, 13, 263-272. [CrossRef]

Bolla, A.M.; Caretto, A.; Laurenzi, A.; Scavini, M.; Piemonti, L. Low-carb and ketogenic diets in type 1 and type 2 diabetes.
Nutrients 2019, 11, 962. [CrossRef] [PubMed]

Pagoto, S.L.; Appelhans, B.M. A call for an end to the diet debates. JAMA 2013, 310, 687-688. [CrossRef] [PubMed]

Middleton, K.R.; Anton, S.D.; Perri, M.G. Long-term adherence to health behavior change. Am. |. Lifestyle Med. 2013, 7, 395-404.
[CrossRef]

Gardner, C.D.; Crimarco, A.; Landry, M.].; Fielding-Singh, P. Nutrition Study Design Issues—Important Issues for Interpretation.
Am. ]. Health Promot. 2020, 34, 951-954. [CrossRef]

Gibson, A.A.; Sainsbury, A. Strategies to improve adherence to dietary weight loss interventions in research and real-world
settings. Behav. Sci. 2017, 7, 44. [CrossRef] [PubMed]

Alhassan, S.; Kim, S.; Bersamin, A.; King, A.; Gardner, C. Dietary adherence and weight loss success among overweight women:
Results from the A TO Z weight loss study. Int. ]. Obes. 2008, 32, 985-991. [CrossRef]

Williamson, D.A.; Anton, S.D.; Han, H.; Champagne, C.M.; Allen, R.; LeBlanc, E.; Ryan, D.H.; McManus, K.; Laranjo, N.; Carey, V.J.
Adherence is a multi-dimensional construct in the POUNDS LOST trial. J. Behav. Med. 2009, 33, 35-46. [CrossRef]

Association, A.D. Classification and diagnosis of diabetes: Standards of Medical Care in Diabetes—2020. Diabetes Care 2020,
43,514-S31. [CrossRef]

Volek, ].S.; Phinney, S.D. The Art and Science of Low Carbohydrate Performance; Beyond Obesity LLC: Miami, FL, USA, 2012.
Willett, W.C.; Sacks, E,; Trichopoulou, A.; Drescher, G.; Ferro-Luzzi, A.; Helsing, E.; Trichopoulos, D. Mediterranean diet pyramid:
A cultural model for healthy eating. Am. J. Clin. Nutr. 1995, 61, 14025-1406S. [CrossRef] [PubMed]

Feskanich, D.; Sielaff, B.H.; Chong, K.; Buzzard, LM. Computerized Collection and Analysis of Dietary Intake Information.
Comput. Methods Programs Biomed. 1989, 30, 47-57. [CrossRef]

James, B.; Loken, E.; Roe, L.; Myrissa, K.; Lawton, C.; Dye, L.; Rolls, B. Validation of the Diet Satisfaction Questionnaire: A new
measure of satisfaction with diets for weight management. Obes. Sci. Pr. 2018, 4, 506-514. [CrossRef]

Harris, P.A.; Taylor, R.; Thielke, R.; Payne, J.; Gonzalez, N.; Conde, ].G. Research electronic data capture (REDCap)—A metadata-
driven methodology and workflow process for providing translational research informatics support. J. Biomed. Inform. 2009,
42,377-381. [CrossRef]

Harris, P.A.; Taylor, R.; Minor, B.L.; Elliott, V.; Fernandez, M.; O'Neal, L.; McLeod, L.; Delacqua, G.; Delacqua, E; Kirby, J. The
REDCap consortium: Building an international community of software platform partners. J. Biomed. Inform. 2019, 95, 103208.
[CrossRef]

Trichopoulou, A.; Kouris-Blazos, A.; Wahlqvist, M.L.; Gnardellis, C.; Lagiou, P.; Polychronopoulos, E.; Vassilakou, T.; Lipworth,
L.; Trichopoulos, D. Diet and overall survival in elderly people. BMJ 1995, 311, 1457-1460. [CrossRef]

Tobias, D.K.; Hu, EB.; Chavarro, J.; Rosner, B.; Mozaffarian, D.; Zhang, C. Healthful dietary patterns and type 2 diabetes mellitus
risk among women with a history of gestational diabetes mellitus. Arch. Intern. Med. 2012, 172, 1566-1572. [CrossRef]

Stefler, D.; Malyutina, S.; Kubinova, R.; Pajak, A.; Peasey, A.; Pikhart, H.; Brunner, E.J.; Bobak, M. Mediterranean diet score and
total and cardiovascular mortality in Eastern Europe: The HAPIEE study. Eur. ]. Nutr. 2015, 56, 421-429. [CrossRef]

Shan, Z.; Li, Y,; Baden, M.Y.; Bhupathiraju, S.N.; Wang, D.D.; Sun, Q.; Rexrode, K.M.; Rimm, E.B.; Qi, L.; Willett, W.C. Association
between healthy eating patterns and risk of cardiovascular disease. JAMA Intern. Med. 2020, 180, 1090. [CrossRef] [PubMed]
Bach, A.; Serra-Majem, L.; Carrasco, J.L.; Roman, B.; Ngo, J.; Bertomeu, I.; Obrador, B. The use of indexes evaluating the adherence
to the Mediterranean diet in epidemiological studies: A review. Public Health Nutr. 2006, 9, 132-146. [CrossRef]

Sotos-Prieto, M.; Moreno-Franco, B.; Ordovas, ].M.; Leén, M.; Casasnovas, J.A.; Pefialvo, J.L. Design and development of an
instrument to measure overall lifestyle habits for epidemiological research: The Mediterranean Lifestyle (MEDLIFE) index. Public
Health Nutr. 2014, 18, 959-967. [CrossRef] [PubMed]

Retterstel, K.; Svendsen, M.; Narverud, I.; Holven, K.B. Effect of low carbohydrate high fat diet on LDL cholesterol and gene
expression in normal-weight, young adults: A randomized controlled study. Atherosclerosis 2018, 279, 52-61. [CrossRef] [PubMed]
McKenzie, A.L.; Hallberg, S.J.; Creighton, B.C.; Volk, B.M.; Link, TM.; Abner, M.K.; Glon, R.M.; McCarter, J.P.; Volek, J.S.;
Phinney, S.D. A novel intervention including individualized nutritional recommendations reduces hemoglobin Alc level,
medication use, and weight in type 2 diabetes. JMIR Diabetes 2017, 2, €5. [CrossRef]

Brinkworth, G.D.; Noakes, M.; Buckley, ].D.; Keogh, ].B.; Clifton, PM. Long-term effects of a very-low-carbohydrate weight loss
diet compared with an isocaloric low-fat diet after 12 mo. Am. J. Clin. Nutr. 2009, 90, 23-32. [CrossRef]


http://doi.org/10.1016/j.jacl.2019.08.003
http://doi.org/10.3390/nu12082236
http://doi.org/10.3389/fpubh.2015.00069
http://doi.org/10.3390/nu6041406
http://www.ncbi.nlm.nih.gov/pubmed/24714352
http://doi.org/10.1080/17446651.2018.1523713
http://doi.org/10.3390/nu11050962
http://www.ncbi.nlm.nih.gov/pubmed/31035514
http://doi.org/10.1001/jama.2013.8601
http://www.ncbi.nlm.nih.gov/pubmed/23989081
http://doi.org/10.1177/1559827613488867
http://doi.org/10.1177/0890117120960580d
http://doi.org/10.3390/bs7030044
http://www.ncbi.nlm.nih.gov/pubmed/28696389
http://doi.org/10.1038/ijo.2008.8
http://doi.org/10.1007/s10865-009-9230-7
http://doi.org/10.2337/dc20-S002
http://doi.org/10.1093/ajcn/61.6.1402S
http://www.ncbi.nlm.nih.gov/pubmed/7754995
http://doi.org/10.1016/0169-2607(89)90122-3
http://doi.org/10.1002/osp4.299
http://doi.org/10.1016/j.jbi.2008.08.010
http://doi.org/10.1016/j.jbi.2019.103208
http://doi.org/10.1136/bmj.311.7018.1457
http://doi.org/10.1001/archinternmed.2012.3747
http://doi.org/10.1007/s00394-015-1092-x
http://doi.org/10.1001/jamainternmed.2020.2176
http://www.ncbi.nlm.nih.gov/pubmed/32539102
http://doi.org/10.1079/PHN2005936
http://doi.org/10.1017/S1368980014001360
http://www.ncbi.nlm.nih.gov/pubmed/25025396
http://doi.org/10.1016/j.atherosclerosis.2018.10.013
http://www.ncbi.nlm.nih.gov/pubmed/30408717
http://doi.org/10.2196/diabetes.6981
http://doi.org/10.3945/ajcn.2008.27326

Nutrients 2021, 13, 967 20 of 20

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

Brehm, B.J.; Seeley, R.]J.; Daniels, S.R.; D’Alessio, D.A. A randomized trial comparing a very low carbohydrate diet and a
calorie-restricted low fat diet on body weight and cardiovascular risk factors in healthy women. J. Clin. Endocrinol. Metab. 2003,
88, 1617-1623. [CrossRef]

Albanese, A.; Prevedello, L.; Markovich, M.; Busetto, L.; Vettor, R.; Foletto, M. Pre-operative very low calorie ketogenic diet
(VLCKD) vs. very low calorie diet (VLCD): Surgical impact. Obes. Surg. 2018, 29, 292-296. [CrossRef] [PubMed]

Dashti, HM.; Mathew, T.C.; Khadada, M.; Al-Mousawi, M.; Talib, H.; Asfar, S.K.; Behbahani, A.Il.; Al-Zaid, N.S. Beneficial effects
of ketogenic diet in obese diabetic subjects. Mol. Cell. Biochem. 2007, 302, 249-256. [CrossRef]

Hussain, T.A.; Mathew, T.C.; Dashti, A.A.; Asfar, S.; Al-Zaid, N.; Dashti, H.M. Effect of low-calorie versus low-carbohydrate
ketogenic diet in type 2 diabetes. Nutrition 2012, 28, 1016-1021. [CrossRef]

Hallberg, S.J.; McKenzie, A.L.; Williams, P.T.; Bhanpuri, N.H.; Peters, A.L.; Campbell, WW.; Hazbun, T.L.; Volk, B.M.; McCarter,
J.P; Phinney, S.D. Effectiveness and safety of a novel care model for the management of type 2 diabetes at 1 year: An open-label,
non-randomized, controlled study. Diabetes Ther. 2018, 9, 583-612. [CrossRef]

De Lorgeril, M.; Renaud, S.; Salen, P.; Monjaud, I.; Mamelle, N.; Martin, J.; Guidollet, J.; Touboul, P.; Delaye, J]. Mediterranean
alpha-linolenic acid-rich diet in secondary prevention of coronary heart disease. Lancet 1994, 343, 1454-1459. [CrossRef]

de Lorgeril, M.; Salen, P.; Martin, ].-L.; Monjaud, L; Delaye, J.; Mamelle, N. Mediterranean diet, traditional risk factors, and the
rate of cardiovascular complications after myocardial infarction: Final report of the Lyon Diet Heart Study. Circulation 1999,
99, 779-785. [CrossRef]

Salas-Salvadd, J.; Bullo, M.; Estruch, R.; Ros, E.; Covas, M.-1.; Ibarrola-Jurado, N.; Corella, D.; Arés, F.; Gomez-Gracia, E.;
Ruiz-Gutiérrez, V. Prevention of diabetes with Mediterranean diets: A subgroup analysis of a randomized trial. Ann. Intern. Med.
2014, 160, 1-10. [CrossRef]

Estruch, R.; Ros, E.; Salas-Salvado, J.; Covas, M.-1; Corella, D.; Ar6s, F.; Gomez-Gracia, E.; Ruiz-Gutiérrez, V.; Fiol, M.; Lapetra, ].
Primary prevention of cardiovascular disease with a Mediterranean diet supplemented with extra-virgin olive oil or nuts. N.
Engl. . Med. 2018, 378, e34. [CrossRef] [PubMed]

Yubero-Serrano, E.M.; Fernandez-Gandara, C.; Garcia-Rios, A.; Rangel-Zuniga, O.A.; Gutierrez-Mariscal, EM.; Torres-Pefia, ].D.;
Marin, C.; Lopez-Moreno, J.; Castafio, ].P.; Delgado-Lista, ]. Mediterranean diet and endothelial function in patients with coronary
heart disease: An analysis of the CORDIOPREV randomized controlled trial. PLoS Med. 2020, 17, €1003282. [CrossRef]

Saslow, L.R.; Mason, A.E.; Kim, S.; Goldman, V.; Ploutz-Snyder, R.; Bayandorian, H.; Daubenmier, J.; Hecht, EM.; Moskowitz, J.T.
An online intervention comparing a very low-carbohydrate ketogenic diet and lifestyle recommendations versus a plate method
diet in overweight individuals with type 2 diabetes: A randomized controlled trial. J. Med. Internet Res. 2017, 19, e36. [CrossRef]
[PubMed]

Saslow, L.R.; Kim, S.; Daubenmier, J.J.; Moskowitz, ].T.; Phinney, S.D.; Goldman, V.; Murphy, E.J.; Cox, RM.; Moran, P.; Hecht,
FM. A randomized pilot trial of a moderate carbohydrate diet compared to a very low carbohydrate diet in overweight or obese
individuals with type 2 diabetes mellitus or prediabetes. PLoS ONE 2014, 9, €91027. [CrossRef]

Tay, J.; Luscombe-Marsh, N.D.; Thompson, C.H.; Noakes, M.; Buckley, ].D.; Wittert, G.A.; Yancy, W.S,, Jr.; Brinkworth, G.D.
Comparison of low-and high-carbohydrate diets for type 2 diabetes management: A randomized trial. Am. J. Clin. Nutr. 2015,
102, 780-790. [CrossRef] [PubMed]

Westman, E.C.; Yancy, W.S.; Mavropoulos, J.C.; Marquart, M.; McDuffie, ].R. The effect of a low-carbohydrate, ketogenic diet
versus a low-glycemic index diet on glycemic control in type 2 diabetes mellitus. Nutr. Metab. 2008, 5, 36. [CrossRef]

Shai, I.; Schwarzfuchs, D.; Henkin, Y.; Shahar, D.R.; Witkow, S.; Greenberg, I.; Golan, R.; Fraser, D.; Bolotin, A.; Vardi, H. Weight
loss with a low-carbohydrate, Mediterranean, or low-fat diet. N. Engl. ]. Med. 2008, 359, 229-241. [CrossRef]

Greenberg, I.; Stampfer, M.].; Schwarzfuchs, D.; Shai, I.; Group, D. Adherence and success in long-term weight loss diets: The
dietary intervention randomized controlled trial (DIRECT). J. Am. Coll. Nutr. 2009, 28, 159-168. [CrossRef]

Hall, K.D.; Ayuketah, A.; Brychta, R.; Cai, H.; Cassimatis, T.; Chen, K.Y.; Chung, S.T.; Costa, E.; Courville, A.; Darcey, V.
Ultra-processed diets cause excess calorie intake and weight gain: An inpatient randomized controlled trial of ad libitum food
intake. Cell Metab. 2019, 30, 67-77.e63. [CrossRef]

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. Energy
expenditure and body composition changes after an isocaloric ketogenic diet in overweight and obese men. Am. J. Clin. Nutr.
2016, 104, 324-333. [CrossRef] [PubMed]

Hall, K.D.; Guo, J.; Courville, A.B.; Boring, J.; Brychta, R.; Chen, K.Y.; Darcey, V.; Forde, C.G.; Gharib, A.M.; Gallagher, 1. Effect
of a plant-based, low-fat diet versus an animal-based, ketogenic diet on ad libitum energy intake. Nat. Med. 2021, 27, 344-353.
[CrossRef]

Perez-Cueto, FJ. An umbrella review of systematic reviews on food choice and nutrition published between 2017 and-2019.
Nutrients 2019, 11, 2398. [CrossRef]


http://doi.org/10.1210/jc.2002-021480
http://doi.org/10.1007/s11695-018-3523-2
http://www.ncbi.nlm.nih.gov/pubmed/30251088
http://doi.org/10.1007/s11010-007-9448-z
http://doi.org/10.1016/j.nut.2012.01.016
http://doi.org/10.1007/s13300-018-0373-9
http://doi.org/10.1016/S0140-6736(94)92580-1
http://doi.org/10.1161/01.CIR.99.6.779
http://doi.org/10.7326/M13-1725
http://doi.org/10.1056/NEJMoa1800389
http://www.ncbi.nlm.nih.gov/pubmed/29897866
http://doi.org/10.1371/journal.pmed.1003282
http://doi.org/10.2196/jmir.5806
http://www.ncbi.nlm.nih.gov/pubmed/28193599
http://doi.org/10.1371/journal.pone.0091027
http://doi.org/10.3945/ajcn.115.112581
http://www.ncbi.nlm.nih.gov/pubmed/26224300
http://doi.org/10.1186/1743-7075-5-36
http://doi.org/10.1056/NEJMoa0708681
http://doi.org/10.1080/07315724.2009.10719767
http://doi.org/10.1016/j.cmet.2019.05.008
http://doi.org/10.3945/ajcn.116.133561
http://www.ncbi.nlm.nih.gov/pubmed/27385608
http://doi.org/10.1038/s41591-020-01209-1
http://doi.org/10.3390/nu11102398

	Introduction 
	Materials and Methods 
	Description of the Keto–Med Trial 
	Modifications to the Study Design Due to COVID-19 
	Participants 
	Randomization 
	Dietary Intervention 
	Collection of Dietary Intake 
	Food Delivery 
	Measure of Adherence to Well Formulated Ketogenic Diet (WFKD) and Mediterranean-Plus Diet (Med-Plus) 
	Measurement of Ketone Levels 
	Measurement of Satisfaction and Preparedness to Follow Study Diets 
	Food Satisfaction 
	Diet Satisfaction 
	Qualitative Comments about Study Diets 

	Assessment of COVID-19 Related Alterations 
	Data Management 
	Statistical Analysis 

	Results 
	Demographics 
	Description of Food Delivery Meals 
	Description of Diet Composition 
	Adherence to Study Diets 
	Ketone Blood Levels 
	Satisfaction with Study Diets 
	Qualitative Comments about Study Diets 
	Assessment of COVID-19 Related Alterations 
	Adverse Events 

	Discussion 
	Conclusions 
	References

