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Abstract

Background We recently showed that an 8-week preoperative
protein-enriched diet (PED) is associated with significant re-
ductions in body weight and fat mass (FM) without significant
loss of fat-free mass (FFM) in morbidly obese patients sched-
uled for laparoscopic sleeve gastrectomy (LSG).
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Objectives The objective of this study is to evaluate the im-
pact of PED vs a normal protein diet (NPD) on total weight
loss (TWL), FM, FFM, and resting metabolic rate (RMR) in
patients after LSG.

Methods Before LSG and at 3, 6, and 12 months after, we
prospectively measured and compared total body weight
(TBW), FM, FFM, and RMR in 60 male patients who re-
ceived either a NPD (n = 30) with protein intake 1.0 g/kg of
ideal body weight, or a PED (n = 30) with protein intake 2.0 g/
kg of ideal body weight. Compliance in following the pre-
scribed diet was determined with food frequency question-
naires in all patients. The impact of NPD and PED on renal
function was also evaluated.

Results Despite non-significant variation in total body weight
(TBW), FM decreased more significantly (p < 0.01) with the
PED compared to the NPD. In addition, the PED group
showed a significantly (p < 0.01) lower decrease in FFM
and RMR when compared with the NPD group. Both groups
showed high compliance in following the prescribed diets,
without negative impact on renal function.

Conclusion PED is more effective than NPD in determining
FM loss and is associated with a lower decrease in FFM and
RMR, without interfering with renal function in male patients
after LSG.

Keywords Obesity - Sleeve gastrectomy - Body

composition - Fat-free mass - Protein intake

Introduction
An important goal during weight loss is to maximize fat mass

(FM) loss while preserving metabolically active fat-free mass
(FFM) [1]. Maintaining adequate FFM is an important
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consideration when making dietary intake recommendations
for weight loss because muscles play a central role in whole-
body protein metabolism [2]. Additionally, a significant de-
crease in FFM may negatively affect the resting metabolic rate
(RMR) [3], slow the rate of weight loss, and predispose to
weight regain [4]. In 2010, Mettler et al. [5] demonstrated that
consuming dietary protein at 2.3 g kg ' day”' was superior to
1.0 gkg ' day ! (recommended dietary allowance; RDA) for
the maintenance of FFM in young athletes. Recently, Pasiakos
et al. [6] demonstrated with volunteer military personnel from
the U.S. army that consuming 1.6 g kg ' day ' (twice the
RDA) is enough to protect FFM during short-term weight
loss.

Laparoscopic sleeve gastrectomy (LSG) is one of the most
performed bariatric surgery procedures for long-term treat-
ment of morbid obesity [7-9] mainly because of its simple
surgical technique that does not include any digestive anasto-
mosis and leaves the continuity of the digestive tract intact.
Furthermore, LSG results in weight loss and obesity-related
comorbidities that are comparable to what is achievable with
more complex procedure such as the Roux-en-Y gastric by-
pass [10—12]. Most nutritional guidelines suggest that after
LSG, protein intake should be around 1 g/kg of ideal body
weight per day [13, 14]. However, some studies reveal that
using this amount of protein markedly changes FFM after
LSG [15-17].

We have recently shown that in obese patients scheduled
for LSG, an 8-week preoperative protein-enriched diet (PED)
is associated with significant reductions in body weight and
fat mass (FM) without a significant loss of fat-free mass
(FFM) [18]. Therefore, the present study aims to evaluate
the clinical impact of PED vs normal protein diet (NPD) on
total weight loss (TWL), FM, FFM, and RMR in morbidly
obese patients that underwent LSG.

Materials and Methods
Patient Selection

We prospectively assessed 60 obese men that consecutively
underwent LSG at our university hospital between 2011 and
2014. All patients fulfilled the criteria established by the
International Federation for Surgery of Obesity for surgical
treatment [19]. Only men were included to reduce hormonal
interference (i.e., changes in hydration status related to men-
strual cycle or menopausal conditions). The inclusion criteria
were: body mass index (BMI) >40 kg/m?, or >35 kg/m* with
comorbidities related to obesity and age between 18 to
65 years. Patients with previous gastrointestinal surgery,
gastro-esophageal reflux disease, digestive and/or inflamma-
tory bowel diseases, mental illness, and inability to comply
with the PED or NPD for religious reasons or the presence of
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chewing or swallowing disorders, were excluded from the
study groups. Patients after LSG were randomized into two
groups: the NPD group (n = 30) that followed a NPD (protein
intake 1.0 g/kg ideal body weight diet) [13, 14] and the PED
group (n = 30) that followed a PED (protein intake 2.0 g/kg
ideal body weight diet) [18].

Preoperative Characteristics of the Study Population

Preoperative age, height, and BMI were 41 + 6.2 years,
1.76 + 2.4 cm, and 40.7 + 5.3 kg/m?* in the NPD group, and
43 + 5.5 years, 1.78 + 3.4 cm, and 42.1 + 6.2 kg/m? for the
PED group, respectively. Preoperative total body weight
(TBW), FM (% and kg), FFM (% and kg), and RMR are
reported in Fig. 1.

NPD and PED Characteristics

Consistent with current guidelines [14, 15], after discharge,
patients assumed a liquid diet, a puree-based diet after 15 days,
and a soft solid food diet after 4 weeks. To ensure patients of
both groups consumed a similar diet, we developed three NPD
and PED postoperative meal plans (each consisting of
1200 kcal/day) using foods and ingredients reported in
Fig. 2: plan 1 (months 1 to 4), plan 2 (months 5 to 8), and
plan 3 (months 9 to 12) using Nutrigeo 8 software (Progeo,
Ascoli Piceno, Italy). NPD and PED composition provided a
protein intake of 1.0- and 2.0-g/kg ideal body weight, respec-
tively (Fig. 2). In both NPD and PED groups, ideal body
weight was calculated using a BMI of 22.5 kg/m” and, based
on preoperative characteristics, was fixed on 70 kg for the
NPD group and 71.5 kg for the PED group. In both groups,
the diet’s fat percentage was fixed at 15 %; the NPD was
consequently more rich in carbohydrates (61.7 %) than the
PED (37.3 %). Macronutrient composition of both the NPD
and PED are reported in Fig. 2. In addition, after discharge, all
patients received the same commercially available mineral
and vitamin supplement (WLS Optimum, Fit for me, Orte,
Italy) specially formulated for obese patients and/or those
who have undergone surgery for obesity [20].

Anthropometric, Body Composition and RMR
Measurements

Measurements were performed before LSG, and at three, six,
and 12 months after. Body weight (in kilogram) and height (in
centimeter) were determined under standard conditions.
Height was measured using a Seca 206 mechanical measuring
tape (Intermed, Milano, Italy); body weights were assesed by
Seca 869 flat digital scale (capacity 250 kg, Intermed).
Patients’ body composition were measured by bioelectrical
impedance assay (BIA) using the Jawon IOI 353 Segmental
Body Composition Monitor (Cosmed, Rome, Italy). The
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Fig. 1 Post-LSG-PED vs post-LSG-NPD: a comparison between patient’s anthropometric data, body composition, resting metabolic rate, body mass
cell (BCM), and total body water (TBWt), preoperatively and at postoperative months 3, 6, and 12

instrument used is the last generation in body composition
analysis, use the latest multi-frequency technology and it is
in compliance with the requirements of the Directive 90/384
/EEC for weighing with non-automatic devices in the medical
sector and the Directive 93/42/EEC for medical devices.

To perform an appropriate analysis, as we previously re-
ported [18], all patients were required to comply with these
conditions prior to the BIA: no food ingestion for at least 4 h,
minimal intake of 2 L of water the day before, no physical
activity for at least 8 h, no coffee or alcoholic beverage con-
sumption during at least 12 h, and no diuretic use for at least
24 h. Patients were also asked to empty their bladder imme-
diately prior to the BIA test. Patient’s RMR were measured by

indirect calorimetry using Fitmat PRO monitor (Cosmed).
Examinations were performed from 8:00 to 10:00 am in the
same room under thermos neutral conditions, in order to re-
duce diurnal variation between subjects [21-24].
Measurements were performed at a duration of 15 min follow-
ing a prior 5- to 10-min test.

Dietary Compliance Assessment Methods

Nutritional assessment and dietary counseling were scheduled
at 3, 6, and 12 months after LSG. Dietary assessments were
primarily performed using questionnaires (3-day estimated
food records and 72-h recalls) [25]. Nutrient intakes were

FRUIT

Apples, oranges, grapefruit. tangerine, pears, apricots, cherries,
strawbemies, raspberries, blackberries, peaches, prunes, watermelon,
cranberries, apple juice.

VEGETABLES

All lettuces, spinach, cucumbers, fresh com, broccoli, pepper. mushrooms,
onions, asparagus, cauliflower, eggplant, tomatoes, zucchini, green and
yellow string beans, raw carrots, cabbage, rapini, peas.

BREAD AND PASTRIES
None

PASTA
All pasta, whole or multigrain, made from anynon-refined grains.

MILK PRODUCTS
From cows, sheep. soy, rice, oats, cheese 33% fat or less, yogurts

HERBS AND SPICIES
Anise, basil, bay. capers, cardamom, cinnamon, chervil, garlic. onion.

MEAT AND FISH

Chicken, turkey, herring, tuna, salmon, mackerel, sardine, trout, bluefish,
swordfish, oysters, shrimps, flatfish, lobster, clams, scallop, snapper,
octopus.

NPD (1200 kcal/day)

PED (1200 kcal/day)

= Carbohydrate - Fat Protein
47,7%
(143 giday)
15%
20 gday)
= Carbohydrate - Fat Protein

Fig. 2 Normal protein diet (NPD) and protein-enriched diet (PED) food plans: food and ingredients used, energy, and macronutrient distribution
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calculated from the 72-h recalls and 3-day dietary records
(Sunday to Tuesday; breakfast to bedtime) using Nutrigeo 8
software.

Measurement of Blood Parameters

Biochemical and hematologic tests were conducted preopera-
tively and at 12 months after LSG in both groups (Table 1).

Statistical Analysis

The effects of post-LSG NPD and PED program were directly
compared by using the paired sample ¢ test for continuous
variables (Graph Pad Software, La Jolla, CA, USA). The pat-
tern of TBW, FM, FFM, and RMR changes during the period
study was expressed as a percentage and plotted over time.
Simple bivariate analysis was used to assess the correlation

between FFM loss and protein intake. A p value <0.05 was
considered statistically significant.

Results
Impact of NPD and PED on TBW, FM, FFM, and RMR

Before surgery, NPD and PED groups had a normal protein
preoperative diet and were comparable in terms of TBW, FM,
FFM, whereas PED group RMR was significantly (p < 0.01)
higher than the NPD group (Fig. 1 a—f). Three patients
dropped out of the NPD group and two from the PED group.
As expected, we observed that TBW and FM (in percent and
in kilogram) markedly changed after surgery in both groups
(Fig. 1a—c). However, we did not observe any significant dif-
ference between the two groups in terms of TBW lost. Patients

Table 1 Patient’s clinical

parameters at baseline and after Clinical parameters Diet  Pre-LSG Post-LSG Difference t Student p value
LSG (12 months) (follow-up (%) value
12 months)
Triglycerides NPD 234+38.6 124+259 47 18.3 <0.01*
(mg/dL) PED 215+22.1 103+153 -52.1 323 <0.01%
Total Cholesterol NPD 241+164 174+334 -30.7 139 <0.01*
(mg/dL) PED 223+29.8 145+215 =35 16.4 <0.01%
HDL (mg/dL) NPD 41+6.5 61+93 +48 13.6 <0.01*
PED 36=+79 73 +£16.5 +102 15.7 <0.01%*
LDL (mg/dL) NPD 153+279 882+174 —42.4 15.3 <0.01*
PED 144+279 514+279 —64.6 18.2 <0.01*
Glucose (mg/dL) NPD 128 +11.7 82+11.9 =36 21.3 <0.01*
PED 136+214 72+16.9 —47.1 18.2 <0.01*
Insulin (mU/L) NPD 119+£59 43+89 -63.9 55 <0.01*
PED 93+59 33+11.3 —64.6 3.6 <0.01*
GOT (U/L) NPD 52+6.1 29+ 8.4 —44.2 17.2 <0.01*
PED 42+39 21+94 =50 159 <0.01*
GPT (U/L) NPD 41493 31+11.6 —24.4 52 <0.01*
PED 39+93 19+99 -51.3 11.4 <0.01*
GGT (U/L) NPD 294182 19+234 -34.5 2.6 <0.01*
PED 31+92 20+ 16.7 -35.5 4.5 <0.01*
Creatinine (mg/dL) NPD 12+85 098 +£7.2 -18.4 0.15 0.8787**
PED 098+69 091+114 =72 0.04 0.9676%*

Data are reported as mean + standard deviation (SD), and difference expressed in percentage (%)

LSG laparoscopic sleeve gastrectomy, NPD normal protein diet, PED protein-enriched diet, HDL high-density
lipoprotein, LDL low-density lipoprotein, GOT glutamic oxaloacetic transaminase, GPT glutamic pyruvic trans-
aminase, GGT gamma-glutamyl transferase

Statistical analysis was performed using paired sample test by ¢ test (Graph Pad Software, Inc.)

Any p value lesser than 0.05 was statistically significant

Any p value lesser than 0.01 was extremely statistically significant

*p < 0.01;

**p>0.01, p > 0.05—by conventional statistical criteria, this difference is not statistically significant
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who followed the PED lost significantly more FM (in percent
and in kilogram) at 3 (p < 0.01), 6 (p < 0.01), and 12 months
after surgery (p < 0.01) than patient who followed the NPD.
On the contrary, patients that followed the PED lost less FFM
(in percent) at 3 (p < 0.01), 6 (p < 0.01), and 12 months after
surgery (p < 0.01), than patients who followed the NPD
(Fig. 1d). PED patients lost significantly less FFM (in kilo-
gram) at 6 (p < 0.05) and 12 months (p < 0.01) after surgery
(Fig. le).

The FFM loss was highly correlated with the protein intake
(r=0.61; p < 0.001). Finally, patients that followed the PED
showed a significantly higher RMR at 3 (p < 0.01), 6
(p <0.01), and 12 months (p < 0.01) after LSG than patients
who followed the NPD (Fig. 1f).

Three-Day Estimated Food Records Vs 72-H Recalls

No significant differences in the estimated nutrient intake
were observed between the 72-h recalls and the 3-day estimat-
ed food records in both NPD and PED groups. Values for
energy intake (expressed in kilocalorie per day) and all mac-
ronutrients reported during the 72-h recalls were strictly

similar to those of the 3-day estimated records, indicating a
high patient’s compliance of following the prescribed diets in
both group studies (Tables 2 and 3).

Impact of NPD and PED on patient’s Clinical Parameters

Both NPD and PED patients showed a marked improvement
in several clinical parameters, including liver enzyme levels,
glycemic, and lipid profiles, while no change on renal function
was observed (Table 1).

Discussion

This study indicates that PED is more effective than NPD in
determining FM loss and is associated with a lower decrease
in FFM and RMR, without interfering with renal function in
male morbidly obese patients undergoing LSG. In accordance
with Belfiore et al. [17], we found that NPD is associated with
a remarkable loss of FFM at 3 and 6 months after surgery.
Indeed, Belfiore et al. [17] reported the proportion of body
mass loss attributable to FFM to be 12 and 15.7 % at 3 and

Table 2 Mean and standard

3-day estimated food record 72-h recall p

deviation (SD) of daily intake of Parameter NPD
macronutrient from the 3-day
estimated food record and the Food plan 1
72-h recall of the 30 participants Energy (kcal) 1200
consuming a normal protein diet Protein (g) 70 (280 keal)
(NPD) .
Protein (%) 233
Carbohydrate (g) 185 (740 kcal)

Carbohydrate (%) 61.7
Fat (g) 20 (180 kcal)
Fat (%) 15

Food plan 2
Energy (kcal) 1200
Protein (g) 70 (280 kcal)
Protein (%) 233
Carbohydrate (g) 185 (740 kcal)
Carbohydrate (%) 61.7
Fat (g) 20 (180 kcal)
Fat (%) 15

Food plan 3
Energy (kcal) 1200
Protein (g) 70 (280 kcal)
Protein (%) 23.3
Carbohydrate (g) 185 (740 kcal)
Carbohydrate (%) 61.7
Fat (g) 20 (180 kcal)
Fat (%) 15

Follow-up 3 months

Follow-up 3 months

1146.5 + 4.80 1171 £3.91 NS
66 (264 kcal) 2.2 68 (272 keal) +2.8 NS
23 +6.1 232+114 NS
179 (716 keal) £ 9.3 173 (692 keal) + 7.1 NS
62.4+10.6 59+ 144 NS
18.5 (166.5 kcal) = 7.7 23 (207 keal) £ 6.9 NS
14.6+9.2 18.8£9.8 NS
Follow-up 6 months Follow-up 6 months

1181 + 1.60 1162 £ 1.81 NS
74 (296 kcal) + 7.2 71 (284 kcal) + 8.6 NS
25+8.1 244 +94 NS
181 (724 kcal) + 8.3 182.5 (730 keal) £ 5.3 NS
61.3+10.6 62.8 +10.7 NS
17.8 (160.2) £5.7 16.4 (147.6 keal) + 8.9 NS
13.7+11.7 12.8 +16.8 NS
Follow-up 12 months Follow-up 12 months

1210 +3.90 1225 +6.21 NS
71 (284 kcal) £ 5.2 72.5 (290 kcal) + 8.6 NS
235+8.1 237+114 NS
180 (720 kcal) +3.3 179 (716 kcal) = 4.1 NS
59.5+10.6 584+ 144 NS
22.9 (206 kcal) = 11.7 243 (218.7)+ 6.9 NS
17+11.7 179 +12.2 NS

NS by conventional statistical criteria, this difference is not statistically significant (p > 0.01, p > 0.05)
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Table 3 Mean and standard

deviation (SD) of daily intake of ~ Parameter PED 3-day estimated food record 72-h recall p

macronutrient from the 3-day

estimated food record and the Food plan 1 Follow-up 3 months Follow-up 3 months

72-h recall of the 30 participants ~ Energy (kcal) 1200 1191 £6.2 1194 £8.7 NS

Z‘i’e“tsz‘;ggf)% a protein-enriched Protein (g) 143 (572 keal) 140 (560 keal) + 4.4 145 (580 keal) = 7.7 NS
Protein (%) 47.7 47+83 48.6 + 14.4 NS
Carbohydrate (g) 112 (448 kcal) 108 (432 kcal) = 7.6 105 (420 kcal) 9.7 NS
Carbohydrate (%) 373 36.3+9.8 352 +10.6 NS
Fat (g) 20 (180 kcal) 22.1 (199 keal) + 4.5 21.5 (194 keal) £5.9 NS
Fat (%) 15 16.7 +£4.1 162+58 NS

Food plan 2 Follow-up 6 months Follow-up 6 months
Energy (kcal) 1200 1186 + 3.6 1194 +34 NS
Protein (g) 143 (572 kcal) 145 (580 kcal) + 4.4 144 (576 kcal) + 5.6 NS
Protein (%) 47.7 489+ 11.1 482 +12.1 NS
Carbohydrate (g) 112 (448 kcal) 115 (460 kcal) + 9.6 113 (452 kcal) + 3.5 NS
Carbohydrate (%) 373 38.8+13.8 379+7.1 NS
Fat (g) 20 (180 kcal) 16.2 (145.8) £ 8.7 18.4 (166 kcal) £9.9 NS
Fat (%) 15 123 +£16.5 13.9+18.1 NS
Food plan 3 Follow-up 12 months Follow-up 12 months

Energy (kcal) 1200 1225+9.3 1235+£2.6 NS
Protein (g) 143 (572 kcal) 150 (600 kcal) £ 7.2 152 (608 kcal) + 6.6 NS
Protein (%) 47.7 489+ 11.8 492 +£15.5 NS
Carbohydrate (g) 112 (448 kcal) 106 (424 kcal) + 7.3 108 (432 kcal) + 10.1 NS
Carbohydrate (%) 373 34.6+4.6 35+£6.6 NS
Fat (g) 20 (180 kcal) 22.3 (201 keal) +5.75 21.7 (195 keal) + 10.9 NS
Fat (%) 15 16.5+17.1 15.8+18.3 NS

NS by conventional statistical criteria, this difference is not statistically significant (p > 0.01, p > 0.05)

6 months after LSG, respectively. In the present study, the
proportion of body mass loss attributable to FFM, at 3, 6,
and 12 months after LSG were 8.5, 13.8, and 19.8 %, respec-
tively. Although Belfiore at al. [17] suggested that FFM loss
took place because of poor patient compliance in following
the postoperative diet, we found that FFM loss was indepen-
dent of patient compliance. In fact, despite the NPD group
being strictly compliant, FFM loss was significantly higher
than in the PED group, suggesting that the significant reduc-
tion in FFM observed is mainly attributable to protein intake
deficiency (Tables 2 and 3). Furthermore, our findings are in
accordance with those recently reported by Schollenberger
et al. [26] that showed that postoperative protein supplement
might facilitate body fat loss, and protect against FFM
wasting, without negative impact on renal function. In addi-
tion, and more importantly, to the best of our knowledge, this
is the first study that demonstrates how the preservation of
FFM during the LSG postoperative weight loss period has a
positive impact on RMR. The present study suggests that a
post-LSG PED induces a larger reduction of FM without a
significant drop of FFM and RMR when compared to a
NPD, highlighting the importance of a high protein diet to
maintain FFM.
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Considering that bariatric surgery deeply effects FFM, as
suggested by Thibault et al. [27], one of the key nutritional
issues to measure body before and after surgery to quantify
these changes, and that protein and general diet composition
should be adjusted to manage the risk of FFM depletion after
surgery. In the present study, body composition was measured
by BIA. We were aware that BIA in severely obese patients
has been criticized because these patients may have altered
electrical properties in their body tissues, which could cause
an overestimation of FFM and an underestimation of FM [28,
29]. However, several studies conducted in obese patients
validate the use of BIA for the measure of body composition,
indicating that it is reliable and reproducible [18, 30-32].
However, we also monitored the changes in total body water
(TBW?t) and body cellular mass (BCM) in both groups by BIA
(Fig. 2). In accordance with previous reports [17], we ob-
served 3 months after surgery, a significant (p < 0.05) decrease
in BCM (Fig. 2g) in the NPD group with no significant chang-
es in TBWt (Fig. 2h). On the contrary, we show for the first
time that a postoperative enriched-protein diet is also able to
positively impact BCM. In particular, in the PED group we
observed a significant (p < 0.05) increase in BCM (Fig. 2g),
with no changes in TBWt at 3, 6 and 12 months after surgery



OBES SURG (2017) 27:881-888

887

(Fig. 2h). Considering that BCM is an important factor in
determining RMR [33], and has also been reported as a valu-
able indicator of nutritional status [34], our data suggests that a
postoperative protein-enriched diet is able to better preserve
RMR by positively impacting the FFM and BCM.

Finally, PED appears safe, considering that not only is it as-
sociated to an important improvement in patient’s clinical status
(Table 1) but also seems not to affect renal function. The present
study has certain limitations. First, despite after discharge the
physical activity was encouraged, we do not directly measure
it. Secondarily, FM and FFM were only measured by BIA and
were not supplemented with additional comparative measures.
We are aware that measurements of body composition by others
techniques, such as computed tomography (CT), can be more
accurate. However, it would have been impossible to do a CT
scan in most of the studied patients because of their weight.
Furthermore, CT scan is not cost-effective and radiation exposure
would not be acceptable for ethical issues. Furthermore, BIA has
several advantages over other methods, such as high safety,
noninvasiveness, low cost, ease of use, high reproducibility,
and adaptability to medical routine. Second, this was a compar-
ative cohort study involving a gender-biased sample. The reason
is because, as reported in a recent review by Mialich and co-
workers [35], standardization of measurement conditions is es-
sential for obtaining accurate and reproducible BIA. Various in-
dividual factors have been shown to influence BIA. Overall, the
within-subject total body impedance variability is higher in wom-
en, which appears to be due to changes in hydration status related
to menstrual cycle [35].

Conclusion

Based on the present findings, we are able to support the
hypothesis that in patients undergoing LSG, PED is more
effective than NPD in determining FM loss and is associated
with a significantly lower decrease in FFM and RMR, without
interfering with renal function. All subjects showed a high
compliance in following the prescribed diet and no unfavor-
able anthropometric, biochemical, or clinical outcomes were
found.

These results should be confirmed in a larger randomized trial.
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