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Abstract The long-term effect of therapeutic diets in obe-
sity treatment is a challenge at present. The current study
aimed to evaluate the long-term effect of a very low-calorie-
ketogenic (VLCK) diet on excess adiposity. Especial focus
was set on visceral fat mass, and the impact on the indivi-
dual burden of disease. A group of obese patients (n= 45)
were randomly allocated in two groups: either the very low-
calorie-ketogenic diet group (n= 22), or a standard low-
calorie diet group; (n= 23). Both groups received external
support. Adiposity parameters and the cumulative number
of months of successful weight loss (5 or 10 %) over a 24-
month period were quantified. The very low-calorie-
ketogenic diet induced less than 2 months of mild ketosis
and significant effects on body weight at 6, 12, and

24 months. At 24 months, a trend to regress to baseline
levels was observed; however, the very low-calorie-
ketogenic diet induced a greater reduction in body weight
(−12.5 kg), waist circumference (−11.6 cm), and body fat
mass (−8.8 kg) than the low-calorie diet (−4.4 kg, −4.1 cm,
and −3.8 kg, respectively; p< 0.001). Interestingly, a
selective reduction in visceral fat measured by a specific
software of dual-energy x-ray absorptiometry (DEXA)-scan
(−600 g vs. −202 g; p< 0.001) was observed. Moreover, the
very low-calorie-ketogenic diet group experienced a
reduction in the individual burden of obesity because
reduction in disease duration. Very low-calorie-ketogenic
diet patients were 500 months with 5 % weight lost vs. the
low-calorie diet group (350 months; p< 0.001). In conclu-
sion, a very low-calorie-ketogenic diet was effective
24 months later, with a decrease in visceral adipose tissue
and a reduction in the individual burden of disease.

Introduction

Obesity, considered by the WHO to be a twenty-first-
century pandemic, is a problem worldwide [1, 2]. This
severe disease is the main risk factor for cardiovascular
morbi-mortality, type 2 diabetes, and even cancer [3, 4], and
it is a hugely demanding problem for both patients and
health administrations [5, 6]. The only way to protect
society and patients from the tremendous toll of obesity and
its complications is to find effective medical treatments of
prevention and cure [7–10]. Diverse therapeutic strategies
have been assayed to decrease body adiposity [11–14].
While the improvement of dietary habits together with an
increase in physical activity and behavioral support are the
first line of elective treatment to moderate obesity and
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overweight, the efficacy of such an approach is negligible at
long run in the overall population [15]. Nutritional inter-
ventions, such as caloric restriction diets, can be an efficient
therapeutic approach to promote weight loss in obese
patients, although there is no consensus regarding the ideal
composition of such interventions [16–18]. A dietetic
regimen that mimics fasting by restricting carbohydrates
and fat with a moderate increase in protein intake, otherwise
known as a very low-calorie-ketogenic (VLCK) diet, has
been proposed to achieve rapid weight loss [19]. Ketogenic
diets were also able to improve hyperlipidemia and some
cardiovascular risk factors [20–22], and were proposed to
be safely used as an adjuvant therapy for conventional
radiation and chemotherapies and to enhance cancer ther-
apeutic responses [23, 24]. VLCK diets have been shown to
be effective, at least in the short to medium term, as a tool to
fight obesity [25]. A previous study from our group
demonstrated that at 1 year follow-up a VLCK diet was
effective in inducing weight loss compared with a standard
low-calorie (LC) diet, with good adherence as well as mild
and transitory side effects [26]. The current problem with
fighting obesity is not only losing weight, but rather
maintaining the weight lost. In fact, except in cases of
bariatric surgery, all obesity therapies fail in the long run.
This issue is especially relevant regarding nutritional
intervention studies, since long-term compliance and weight
regain are huge concerns [27–34].

The present study was aimed to evaluate the long-term
effect of a VLCK diet as part of a commercial weight loss
program (Pronokal method), compared with a standard LC
diet on decreasing adiposity in obese patients. The main
objectives of this study were: (1) evaluate the time-course
changes in anthropometric and body composition para-
meters induced at a follow-up period of 24 months, (2)
quantify the effect of these treatments on visceral fat mass
evaluated by a sophisticated new software incorporated in
the DEXA-scan, and (3) investigate the impact of both
dietary treatments on the individual obesity burden through
the 24-month follow-up period.

Subjects and methods

Subjects

This study was an open, randomized, controlled, pro-
spective nutritional intervention clinical trial that took place
across 2 years in a single center. Patients attending the
Obesity Unit at the Hospital Gregorio Marañon of Madrid
to receive treatment for obesity were consecutively enrolled
in this study. Apart from obesity and prediabetes, partici-
pants were generally healthy individuals. The inclusion
criteria were: age 18–65 years, body mass index (BMI) >30,

stable body weight in the previous 3 months, desire to lose
weight, and a history of failed dietary efforts. None of the
participants had serious medical conditions (Table 1).

The main exclusion criteria were: type 1 diabetes mel-
litus or type 2 diabetes mellitus under insulin therapy,
obesity induced by other endocrine disorders or by drugs,
and use of any weight loss diet or pills in the previous
6 months. Secondary exclusion criteria were: severe
depression or any other psychiatric disease, abuse of nar-
cotics or alcohol, severe hepatic insufficiency, any type of
renal insufficiency or gout episodes, neoplasia (except basal
cell skin cancer), previous events of cardiovascular or cer-
ebrovascular disease, renal lithiasis, uncontrolled hyper-
tension, and hydroelectrolytic alterations. Females with
child-bearing potential or those who were pregnant, breast-
feeding, intending to become pregnant or not using
adequate contraceptive methods were also excluded.

Table 1 Baseline characteristics of participants (n= 45)

VLCK diet
(n= 22)

LC diet
(n= 23)

Pb

Age (year) 44.6± 7.8
(32–59)a

45.6± 9.6
(24–62)

0.710e

Female sex (%) 77.3 95.7 0.069f

Body weight (kg) 99.1± 19.7 90.6± 17.8 0.136e

BMI (%) 35.2± 4.8
(30.5–44.4)

34.5± 5
(30.1–47.3)

0.630e

30–34 kg/m2 72.7 69.6 —

35–39 kg/m2 0 17.4 —

≥40 kg/m2 27.3 13.0 —

Waist circumference (WC)
(cm)

112.5± 14
(94–151)

107± 11.6
(93–140)

0.157c

Waist circumference ≥102/
88 cm (%)c

100 100 —

BMI ≥30 kg/m2 or WC
≥102/88 cm (%)

100 100 —

Comorbidities and drugs (%) — — —

History of CVDd 0.0 0.0 —

History of cancer 0.0 0.0 —

Antiobesity drugs 0.0 0.0 —

Insulin 0.0 0.0 —

Oral antidiabetes 9.1 4.3 0.523f

Antidyslipidemia drugs 9.1 0.0 0.139f

Antihypertension drugs 18.2 13 0.634f

aMean± SD; range in parentheses (all such values)
bvery low-calorie-ketogenic (VLCK) diet compared with low calorie
(LC) diet
cWaist circumference ≥102 cm for men, ≥88 cm for women
dCVD, cardiovascular disease
eGroup differences were analyzed by using t-Test and ANOVA test
fGroup differences were analyzed by using Fisher’s exact test
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All participants provided written informed consent and the
Institutional Review Board (Comite Etico de Investigacion
Clinica, Hospital Gregorio Marañon, Madrid) approved the
study (C.I: 143/09, protocol PRO-PRO 2009-02, Founda-
tion code 143/09 EO). Participants received no monetary
incentive. While 79 subjects initially participated in the
study, at the 24-month follow-up 45 remained; these
45 subjects are presented in this paper.

Study protocol

Using a controlled, open design, the patients were rando-
mized and allocated to receive either a LC diet (thereafter
LC diet; n= 23) or a VLCK diet (n= 22) as part of a
commercial weight loss program (Pronokal method), which
included lifestyle and behavioral modification support. The
intervention for both groups included an evaluation by the
specialist physician conducting the study, an assessment by
an expert dietician, group meetings, and exercise recom-
mendations. The group meetings and evaluations took place
in a hospital setting at 0.5, 2, 4, 6, 8, 10, 12, 18, and
24 months. At 6, 12, and 24 months, the participants’
satisfaction with the diet was assessed. In these meetings,
patients received dietary instructions, individual supportive
counsel, and encouragement to exercise on a regular basis
using a formal exercise program. In addition, a program of
telephone reinforcement calls was instituted, and a phone
number to address any doubts was provided to all partici-
pants. After the 12-month control, follow-up occurred at 18
and 24 months in order to evaluate the patients’ current
health situation of the patients as well as their weight and
body composition.

Adherence to the diet and exercise recommendations in
the VLCK diet group was determined through self-reports,
food records, and, in the ketogenic phases, by a urinary
ketone qualitative assessment. Interacetonadipstick (Car-
ullaVekar Madrid) were used for ketone analysis, and the
patients recorded their analyzed values at each visit to the
hospital. Meanwhile, adherence in the LC diet group was
assessed according to the self-reports of the patients.

During all visits, the patients completed a questionnaire
regarding side effects and dropouts, and the reasons pro-
vided were recorded. At 6, 12, and 24 months, a ques-
tionnaire of patient satisfaction with their diet, which
contained a single question (How satisfied are you with the
diet that you are following?) and used a 5-point Likert scale
format (1= very dissatisfied, 2= dissatisfied, 3= indiffer-
ent, 4= satisfied, 5= very satisfied), was also provided to
the patients.

Experimental diets

LC diet

The standard LC diet was an equilibrated diet that had a
caloric value 10 % below the total metabolic expenditure of
each individual. The total metabolic expenditure was cal-
culated from the basal metabolic expenditure (based on the
formula FAO/WHO/UN) [35] multiplied by the coefficient
of activity, which was calculated according to the physical
activity of each participant. The calories provided to this
group ranged between 1400 and 1800 kcal/day. The ration
of macronutrients provided was 45–55 % carbohydrates,
15–25 % proteins, and 25–35 % fat [36] in addition to a
recommended intake of 20–40 g/day of fiber in the form of
vegetables and fruits. A ratio exchange model was
followed.

VLCK diet

The VLCK diet group followed a diet according to a
commercial weight loss program (Pronokal method) based
on a high biological value protein preparations diet and
natural foods. Each protein preparation contained 15 g of
protein, 4 g of carbohydrates, and 3 g of fat, and provided
90–100 kcal [37]. This method has three stages: the active
stage, the re-education stage, and the maintenance stage
(Fig. 1).

The active stage consists of a very low-calorie diet
(600–800 kcal/day) that is low in carbohydrates (<50 g

80% of target weight loss 20% of target weight loss Long-term maintenance of 
weight loss

Multidisciplinary team (dietary counselling / physical activity / psychological support)  

Stage 1
Active Stage

Stage 2
Dietary re-education

Stage 3
Maintenance

Phase 1 Phase 2 Phase 3 Gradual re-introduction of different foods Balanced diet

VLCK diet
(600-800 kcal/day)

LC diet 
(800-1500 kcal/day)

Maintenance diet
(1500-2250 kcal/day) 

Fig. 1 Scheme of the dietary
intervention program for the
VLCK diet. The duration of the
different stages is dependent on
the targets and the clinical
decision of the physician in
charge of the patient. The duration
of stage 1, i.e., on ketosis, was
less than 2 months, stage 2 ranged
from 5–6 months and stage 3 was
until 24 months. VLCK very
low-calorie-ketogenic diet, LC
low-calorie diet
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daily from vegetables) and lipids (only 10 g of olive oil
per day). The amount of high biological value proteins
ranges between 0.8 and 1.2 g per each kg of ideal body
weight, to ensure that it meets minimal body requirements
and prevents the loss of lean mass. This method produces
three ketogenic phases. In phase 1, the patients eat high
biological value protein preparations five times a day, and
vegetables with a low glycemic index. In phase 2, one of the
protein servings is substituted with a natural protein (e.g.,
meat or fish) either at lunch or at dinner. In the phase 3, a
second serving of a low-fat natural protein replaces the
second serving of a biological protein preparation.
Throughout these ketogenic phases, supplements of vita-
mins and minerals, such as K, Na, Mg, Ca, and omega-3
fatty acids, were provided in accordance to international
recommendations [38]. This active stage is maintained until
the patient achieves most of the weight loss target, ideally
80 %. While the ketogenic phases were variable in time
depending on the individual and the weight loss target, they
lasted between 45–60 days in total.

In the re-education stage, the ketogenic phases were
ended by the physician in charge of the patient based on the
amount of weight lost, and a low-calorie diet was initiated.
At this point, the patients underwent a progressive incor-
poration of different food groups and participated in a
program of alimentary re-education to guarantee the long-
term maintenance of the weight lost (Fig. 1). The main-
tenance stage, which lasted 2 years, consisted of an eating
plan balanced in carbohydrates, protein, and fat. Depending
on the individual, the calories consumed ranged between
1500 and 2000 kcal/day, and the target was to maintain the
lost weight and promote a healthy lifestyle.

Anthropometric measurements

Body weight, BMI, and waist circumference (WC) were the
primary outcome measures. At each visit, patients were
weighed on the same calibrated scale (Seca 220 scale,
Medical Resources, EPI Inc OH, USA) wearing light
clothing and no shoes. BMI was calculated as body weight
in kg, divided by height in meters squared. WC was
recorded with a standard flexible nonelastic metric tape over
the midpoint between the last rib and the iliac crest, with the
patient standing and exhaling [36].

Body composition analysis

Total body composition analysis

Body composition was measured by DEXA. Total body
imaging was acquired using the GE Healthcare Lunar
(iDXA Madison, WI, USA). Daily quality control scans
were acquired during the study period. No hardware or

software changes were made during the course of the trial.
During the procedure, patients wore only light clothes.

Subjects were scanned using standard imaging and
positioning protocols, while wearing only light clothing.
The GE Lunar Body Composition Software option used on
the GE Lunar iDXA bone densitometer measured the
regional and whole body bone mineral density and lean and
fat tissue mass; it also calculated derivative values of bone
mineral content, area, soft tissues mass, regional soft tissue
mass, total soft tissue mass, fat-free mass, regional/total soft
tissue mass ratio, % fat, region % fat, total body % fat,
android % fat, and gynoid % fat. The android/gynoid ratio
was automatically generated and analyzed using enCORE
software version 13.6. For measuring android fat, a region-
of-interest was automatically defined as follows: the caudal
limit was placed at the top of the iliac crest and its height
was set to 20 % of the distance from the top of the iliac crest
to the base of the skull to define its cephalad limit of
abdominal subcutaneous adipose tissue.

Selective visceral fat mass analysis

Visceral fat (VAT) was calculated using a newly developed
fully automated software (CoreScan® GE Healthcare,
Madison, WI, USA) for segmenting abdominal fat into
subcutaneous fat and visceral fat within the abdominal
region using DXA. This method was validated against
computed tomography in patient population with a wide
range of BMI [39, 40]. DXA-VAT was measured in a 5 cm
wide region placed in the abdominal region just above the
iliac crest at a level that approximately coincided with the
5th lumbar vertebrae on the whole body DXA scan [40].
VAT was estimated by subtracting subcutaneous fat from
the total abdominal fat by means of an algorithm described
in detail elsewhere and reported in grams [41, 42].

Statistical analysis

This study was an open, randomized, controlled, pro-
spective nutritional intervention clinical trial that took place
across 2 years in a single center. Initially, 79 obese subjects
were studied; however, at 24-months follow-up, only 45
were still attending the clinic. Of these 45 patients, 22 were
in the VLCK diet group, and 23 were in the LC diet group.
Weight loss was primarily analyzed in the patients who
completed the study (completers), and results were also
evaluated with an intention-to-treat (ITT) analysis using the
baseline observation carried forward (BOCF). In sensitivity
analyses, the last observation carried forward (LOCF) was
also used; furthermore, to determine whether the findings
were affected by the choice of data-imputation method,
multiple imputations (MI) as age, sex, and baseline values
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were used to predict any missing values at the 24-month
time point.

The data were presented as mean ± SD. The differences
between the two groups were determined using Fisher’s
exact test for categorical variables and Student’s t-test.
Alternatively, analysis of variance (ANOVA) was used for
comparison of continuous variables between three or more
groups. Variables that were not normally distributed were
analyzed by nonparametric tests (Mann–Whitney U test or
Kruskal–Wallis test). For completers-only analysis, there
were no formal imputations; therefore, all the estimations
were obtained using all the available data (available data
only, or ADO). Analyses were performed using SAS soft-
ware version 9.1.3 (SAS Institute Inc). The level of sig-
nificance was set to 5 % (p value < 0.05).

Funding source

The funding for the study as well as the high biological
value protein preparations were provided by Protein Sup-
plies, S.L., (Barcelona, Spain) free of charge to the patients.
The funding source had no involvement in the study design,
recruitment of patients, study interventions, data collection,
or interpretation of the results.

Results

Of the 79 participants who were initially enrolled in the
study, 26 dropped out of the study in the first 3 months [26];
8 more dropped out before 24 months. A total of 45 patients
completed the study, with 22 in the VLCK diet (aged 47.6±
7.8 year, 77% females, BMI 35.2± 4.8, and WC of 112.5±
14 cm) and 23 in the LC diet group (age 45.6± 9.6 year,

95% female with BMI of 34.5± 5 and WC of 107± 11 cm).
Their characteristics at enrollment are described in Table 1.

The completers-only analysis revealed that from
the beginning (15 days) until the end of the observation, the
amount of kg reduction observed in the VLCK diet
was double that of the LC diet (Fig. 2). The maximum
reduction in weight of around 20 kg of the initial weight
was observed at 4, 6, and 12 months, with partial recovery
thereafter. The reductions in body weight tended to regress
in both dietary intervention groups with no statistically
significant differences in the weight recovery pattern
between the dietary intervention groups (data not shown).
However, at 24 months the effect was still observable, with
a reduction in the VLCK diet group of 12.5 kg vs. 5.2 kg in
the LC diet group (p< 0.001). When weight loss
was analyzed as intention-to-treat with the last observation
carried forward (ITT-LOCF), the values or reduction
at 24 months were 12.8 kg in the VLCK group and
4.4 kg in the LC group (p< 0.001); similar results were
observed when looking at baseline observation carried
forward, or ITT-BOCF (Fig. 2). All the analysis regarding
body weight changes after 2 years showed that the VLCK
diet was more effective than the LC diet in a statistically
significant way.

When evaluated under different anthropometric para-
meters, the reduction in BMI with the VLCK diet was
greater than the reduction seen with the LC diet, with a
maximal reduction at 6 months of 8.0 and 2.7 units,
respectively, and the values of reduction at 24 months of 4.4
and 1.9 units, respectively (p< 0.001; Fig. 3a). Similar
observations were found when the excess of weight loss (%)
was studied (Fig. 3b). As expected, the remarkable reduc-
tion in the waist circumference observed at 6 months, 20.6
cm and 6.0 cm, respectively was partially recovered at
24 months (Fig. 3c). However, the differences were still

5.3*¥

-14.3*¥

-20.7*¥

-22.8*¥

-20.6*¥

-14.4*¥

-12.5*¥

-7.0

-12.8*

-9.5*

-2.6

-5.2 -6.4
-7.1 -7.6 -7.2

-5.2 -5.3
-4.4 -3.6

-26.0

-24.0

-22.0

-20.0

-18.0

-16.0

-14.0

-12.0

-10.0

-8.0

-6.0

-4.0

-2.0

0.0
0.5 mo 2 mo 4 mo 6 mo 12 mo 18 mo 24 mo MI LOCF BOCF

VLCK diet (n=22)

LC diet (n=23)

M
ea

n
 o

f 
w

ei
g

h
t 

lo
ss

 (
kg

) 

Weight loss
COMPLETERS (n=45) INTENTION TO TREAT (n=78)

Fig. 2 Evolution of weight loss
after initiation of treatment and
during 24 months of follow-up.
Data from the completers groups
are presented and the data
obtained through the ITT
analysis are also shown. LOC
last observation carried forward,
BOC basal observation carried
forward, MI multiple
imputations. *p< 0.001
difference between groups;
¥p< 0.001 differences with
respect to baseline values

Endocrine (2016) 54:681–690 685



maintained with a reduction of 11.6 cm in the VLCK diet
vs. 4.1 cm in the LC diet (p< 0.05).

When a strict analysis of body composition was under-
taken using DEXA (Fig. 4a), lean mass was slightly dif-
ferent between both groups at 4 and 6 months as expected,
albeit without differences in the following point of the
follow-up visit. Furthermore, although the notable reduction
in kg of fat mass observed at 6 months (19.1 kg vs. 6.1; p<
0.001) tended to regress to baseline levels at 24 months, a
significant difference was maintained in both groups (8.8 kg
for the VLCK diet vs. 3.8 kg for the LC diet; p< 0.001).

Interestingly, the amount of reduction in total fat
observed by DEXA was minor compared to what was
observed measuring WC. The question raised was if the
VLCK diet selectively targeted visceral fat better than
total body fat. Therefore, further analysis was performed
by sophisticated new software incorporated in the DEXA
scan that was able to selectively detect visceral fat.
Remarkably, the reduction of visceral mass was more
intense in the VLCK diet group than it was in the LC diet
group, and this difference was observed even at 24 months,
with a reduction of 706 vs. 212 cm3, respectively (p<
0.001)—or, in fat grams, 666 g vs. 200 g, respectively (p<
0.001) (Fig. 4b).

The study of the categories of weight loss percentages
(Fig. 5) demonstrated that at 2 years after starting the VLCK
diet, 54 % of patients lost more than 10 % of their original
weight—in contrast to the LC diet group, in which only 13%
attained such a goal (p< 0.001).

One aim of the present study was to observe whether a
reduction in the individual burden of obesity, i.e., the
duration of the disease was significantly reduced along the

Fig. 3 Time-course of anthropometric changes through 24 months of
both nutritional programs’ follow-up. a Changes with respect to
baseline in BMI. b Absolute values of excess of weight loss.
c Changes with respect to baseline in waist circumference. *p< 0.001
and **p< 0.05 compared between groups

Fig. 4 Time-course of changes in body composition through
24 months of both nutritional programs’ follow-up. a Changes with
respect to baseline in fat and lean body mass. b Changes with respect
to baseline in visceral fat mass measured by a specific software of
DEXA-scan. *p< 0.001 when comparing fat body mass between
groups; **p< 0.05 when comparing lean body mass between groups
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24-month period, as that concept is more important than the
crude value at a fixed time of 2 years. Evaluated as patients
with more than 5 % (Fig. 6a) or 10 % (Fig. 6b) reduction of
initial weight, the VLCK diet induced a reduction of more
than 5 % over the original weight in 100 % of the partici-
pants along 18 months, with a slow reduction at 24 months.

Similar results were obtained when evaluated as a reduction
greater than 10 % of initial body weight. That means that
the intervention with the VLCK diet provided 500 cumu-
lative months of reduction in the burden of obesity (loss of
5 % of original weight) in the whole group, or 22 out of
24 months for each patient (Fig. 7).
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Fig. 5 Distribution of the
studied patients (n= 45)
according to weight loss
category at 2, 12, and 24 months
in both dietary groups. VLCK
very low-calorie-ketogenic diet,
LC low-calorie diet. p< 0.001
between groups, all comparisons

Fig. 6 Distribution of patients
who achieved successful weight
loss in both dietary groups. a
Number of patients who lost at
least 5 % of initial body weight.
b Number of patients who lost at
least 10 % of initial body weight.
VLCK very low-calorie-
ketogenic diet, LC low-calorie
diet. *p< 0.05 between groups
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The side effects of the method were mild and mostly
occurred in the first months of the treatment as previously
reported in the 12 months phase of this trial [26]; they
mainly included asthenia, fatigue, headache, constipation,
and nausea. None of the dropouts of the study between 1
and 2 years were attributed to collateral side effects.

Discussion

To the best of our knowledge, this is the first study evalu-
ating the long-term effect of a VLCK diet as treatment of
obese patients during a 24-month period. Although reduced
respect to the first months of treatment, the VLCK diet was
significant effective still at 2 years. Notably, the higher
beneficial effect of the VLCK diet compared to the LC diet
was particularly observed in the visceral fat mass. More-
over, even though reductions in body weight and adiposity
tended to regress, the individual burden of the disease
excess body weight along the 24 months was lower in the
patients with the VLCK diet.

In a previous study from our group, it was shown that a
VLCK diet Pronokal Method was significantly more
effective than a standard LC diet at one-year follow-up [26].
However, the main drawback of any treatment for obesity is
weight regaining in the following years, then long-term
evaluation of efficacy is a must [29]. Though the VLCK diet
induced a huge loss of adiposity at 6–12 months after
dieting, in the current study, a trend to regress to the
baseline mean in the anthropometric and body composition
parameters was observed at the end of the study. In line
with this results, although with a different approach, a
previous study evidenced that a low-carbohydrate, high fat,
non-restricted-calorie diet achieves the maximum weight
loss by 6 months and with a trend to recover the weight loss
at 24-months point [43]. Despite this fact, at 24 months,
patients who followed the VLCK diet lost 7 kg of body
weight, or 2.5 units of BMI, more than patients on the LC
diet. These changes were accompanied by a significant

reduction of waist circumference, and total body adiposity
evaluated by DEXA scan while no relevant changes were
observed in lean body mass through the nutritional
program.

Although adiposity excess in any body distribution is
detrimental for the patient health, solid evidence points
toward visceral adipose tissue as the main factor to increase
the risk of cardiovascular disease, diabetes, and even several
kinds of cancer [44–51]. In fact, this study is novel in that it
was observed that a VLCK diet was able to induce a sig-
nificant reduction in visceral adipose tissue than through the
intervention period directly measured by a new DEXA scan
software that selectively measures visceral fat mass [39].
This finding, together with the overall lean mass and
skeletal bone preservation, is of foremost relevance, rein-
forcing the beneficial effect of a VLCK diet in obesity
treatment [52].

The most powerful demonstration of the beneficial effect
of a VLCK diet was the reduction of the time of exposition
to an excess adiposity [53, 54]. Similar to smoking or
ionizing radiations, recent studies have shown that the risk
of all-cause and cause-specific mortality and cancer risk
from accumulates with the number of years lived with
excess weight [55–57]. Therefore, the reduction in the time
exposition to adiposity is a more important data to deter-
mine the beneficial effect of a therapeutic program [58]. Our
method including the VLCK induced a 5 and 10% of
weight loss in a very large number of patient/month than the
LC diet at 24 months. Moreover, patients who follow the
VLCK diet were exposed to an excess adiposity during less
time with a reduction of 5 % or more from original weight
in 22 out of 24 months for each patient. Such a reduction in
the individual burden of the disease would be associated
with a reduction in the risk of morbidity and mortality.

The beneficial effects of VLCK diet here reported are
probably based in the fact of the rapid weight loss in the first
2 months of treatment that increase the patient adherence.
The VLCK diet program the time under ketosis last
only 30–45 days, but the positive effects are evident even at
2 years.

The sample size is a limitation of this study that does lead
to be cautious with the conclusions. However, the statistical
significance found when using small populations usually
indicates that there is a real difference between the experi-
mental groups, because this outcome is more difficult with a
small population. In fact, this trial had over 96.2 % power to
detect differences in weight loss at 24 months between both
dietary groups. As dropouts from obesity treatment are a
constant in all the studies reported, we are not concerned
about the relatively low number of patients finally studied.
The strength of this study is its long-term design and the
direct quantification of visceral fat mass by DEXA, which
was also reported for the first time. Its correlation with waist

Cumulative number of months along 24 months

0
50

100
150
200
250
300
350
400
450
500
550

No change 5% loss 10% loss BMI < 30

VLCK diet
LC diet

*

*
*

*

M
on

th
s

Fig. 7 Effect of the dietary treatment on the burden of obesity through
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circumference demonstrated the clinical relevance of waist
circumference measurement in obesity management as a
surrogate of visceral fat mass [59].

Conclusions

In summary, the current study demonstrates for the first
time that a VLCK diet can decrease adiposity, in obese
individuals at a greater extent than a standard LC diet—and
this beneficial effect was maintained 2 years later. It was
observed that the ketogenic diet target specifically visceral
obesity. Finally, it was observed a reduction of the indivi-
dual burden of excess adiposity in the obese patients treated
with the VLCK diet.
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