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examination, the stable rate of 13CO. production in
breath was achieved between 5h and 6 h and main-
tained until the end of the study. These results suggested
that two meals received every 3h were required to
achieve constant 13CO; enrichment, and that the effect
of the 13C infusion could be evaluated correctly after the
third meal at 15:00.

Experiment 1 demonstrated a similar pattern and a
latter steady state ~2.5 h after the start of the stable iso-
tope protocol (Fig. 2), so breath samples for the mea-
surement of the protein metabolism were collected
210 min after the administration of the stable isotope
began. Moreover, the protein intake level, the 4.3% or
17.2% casein diets, had a significant effect on breath
13C0; concentration at 18:30, showing that this proto-
col could detect differences in protein metabolism.
These results reflected the supposition that if one indis-
pensable amino acid (limiting) was deficient for protein

synthesis, then all other indispensable amino acids

(including the indicator amino acid, ['3C]phenylala-
nine) would be oxidized. Therefore, when the rats were
fed a low protein diet, the 4.3% casein diet, most of
amino acids were oxidized, and the 13CO, concentration
in breath increased. By increasing the protein intake
with the 17.2% casein diet, the intake of the limiting
amino acid also increased, and the values produced by
the IAAO method decreased, reflecting the increasing
Incorporation into protein.

The mean protein intakes for metabolic demands
determined by the IAAO method were 13.1 g/kg BW/d
for the casein and 18.1 g/kg BW/d for the wheat glu-
ten. Therefore, the protein intakes for metabolic
demands based on wheat gluten was higher than that
based on casein. The differences between the casein and
wheat gluten diets will be a function of the limiting
amino acid in the respective protein source. This limit-
ing amino acid will be dependent on both the amino
acid profile and the digestibility of the protein. These
results also conformed with our hypothesis, that the
protein requirement will decrease with good quality
(amino acid scoring pattern) protein intake, and
increase with poor quality protein intake, validating the
concept that the IAAO method could be employed to
evaluate the quality of protein.

In regard to the measured phenylalanine oxidation,
the enrichment of breath 13CO, differed between the
rats fed the casein and wheat gluten diets. The enrich-
ment of breath **CO, was consistently higher in rats fed
the wheat gluten diet, compared with rats fed the casein
diet, even at the plateau line with a protein intake more
than the metabolic demand for protein. According to
intake of protein, specifically, the limiting amino acid,
the indicator amino acid is partitioned between incor-
poration into proteins and oxidation. The quality of the
protein also affected the }3CO; volume in the breath.
Puture extensions of this study to other protein sources
will be necessary in order to confirm this relationship.

Hegsted (34) suggested the necessity of taking
account of adaptation in their nitrogen balance meth-
ods, arguing that prior adaptation is required. The
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IAAO method can be conducted in short time pericds
because no period of adaptation to each intake is
employed (35). Therefore, the IAAQ method could be
employed to evaluate the metabolic protein demand for
all age groups (infants, children, adolescents, adults,
and the elderly), as well as for post-operative patients or
patients with injuries or infections that have specific
metabolic conditions, such as a widely varying meta-
bolic demand. In a clinical setting, the adequate quality
and quantity of protein or amino acid for each specific
condition could be estimated using the IAAO method.

The results of this study demonstrated that the IAAO
method can be employed to evaluate not only the pro-
tein intake for metabolic demands, but the dietary pro-
tein quality in freely living rats. Purther studies are nec-
essary to assess the viability of the JAAO method in a
clinical setting.

Acknowledgments

We would like to thank Professor Kenji Sato for tech-
nical support. This study was supported in part by a
Health and Labor Sciences Research Grant entitled
“Studies on the Dietary Reference Intakes (Recom-
mended Dietary Allowance) for Japanese” from the
Ministry of Health, Labor and Welfare, Japan; Grant-in
Aid for Scientific Research (C) (23617016) from the
Ministry of Education, Culture, Sports, Science and
Technology of Japan. None of the authors have any
conflicts of interest. !

REFERENCES

1) World Health Organization. 2007. Protein and amino
acid requirements in human nutrition. Report of a joint
WHO/FAG/UNU Expert Consultation (WHO Technical
Report Series, No. 935), Geneva.

2) Forbes GB. 1973. Another source of error in the meta-

_ bolic balance method. Nutr Rev 31: 297-300.

3} Wallace WM. 1959. Nitrogen content of the body and
its relation to retention and loss of nitrogen. Ped Proc
18:1125-1130.

4} Hegsted DM. 1976. Balance studies. J Nutr 106: 307-
311,

5) Hegsted DM. 1978. Assessment of nitrogen require-
ments. Am J Clin Nutr 31: 1669-1677.

6) Young VR, Bier DM, Pellett PL. 1989. A theoretical
basis for increasing current estimates of the amino acid
requirernents in aduit man with experimental support.
Am J Clin Nutr 50: 8092,

7) World Health Organization. 1985. Energy and protein
requirements. Report of a Joint PAO/WHO/UNU Expert
Consultation (WHO Technical Report Series, No. 724),
Geneva.

8) Kim KI, McMillan I, Bayley HS. 1983, Determination of
amino acid requirements of young pigs using an indica-
tor amino acid. Br ] Nutr 50: 369-382,

9) Ball RO, Bayley HS. 1984. Tryptophan requirement of
the 2.5-kg piglet determined by the oxidation of an indi-
cator amino acid, J Nutr 114: 1741-1746,

10) Lin FD, Smith TK, Bayley HS. 1986. Tryptophan
requirement of growing swine as determined by the oxi-
dation of an indicator amino acid. J Anim Sci 62: 660~
664.



11)
12)
13)
14)

15)
16)
17)
18
19)

20)

21)

22)

Metabolic Demand for Protein and Protein Quality by JIAAO Method in Rats

Bertolo RE, Moehn S, Pencharz PB, Ball RO. 2005. BEsti-
mate of the variability of the lysine reguirement of
growing pigs using the indicator amino acid oxidation
technique. J Anim Sci 83: 2535-2542.

Zello GA, Pencharxz PB, Ball RO. 1993, Dietary lysine
requirement of young adult males determined by oxida-
tion of L-{1-'3*C]phenylalanine. Am J Physiol 264:
E677-E685.

Roberts SA, Thorpe JM, Ball RO, Pencharz PB. 2001,
Tyrosine requirement of healthy men receiving a fixed
phenylalanine intake determined by using indicator
amino acid oxidation. Am J Clin Nutr 73: 276-282.

Di Buono M, Wykes IJ, Ball RO, Pencharz PB. 2001.
Total sulfur amino acid requirement in young men as
determined by indicator amino acid oxidation with I-{1-
13C)phenylalanine. Am J Clin Nutr 74: 756-760.
Turner JM, Humayun MA, Elango R, Rafii M, Langos V,
Ball RO, Pencharz PB. 2006. Total sulfur amino acid
requirement of healthy school-aged children as deter-
mined by indicator amino acid oxidation technique. Am
J Clin Nutr 83: 619-623.

Riazi R, Wykes L], Ball RO, Pencharz PB. 2003. The total
branched-chain amino acid requirement in young
healthy adult men determined by indicator amino acid
oxidation by use of L-[1-**C]phenylalanine. J Nutr 133:
1383-1389.

Pillai RR, Elango R, Muthayya S, Ball RO, Kurpad AV,
Pencharz PB. 2010. Lysine requirement of healthy,
school-aged Indian children determined by the indica-
tor amino acid oxidation technique. J Nutr 140: 54-59.
Elango R, Humayun MA, Ball RO, Pencharz PB. 2009.
Indicator amino acid oxidation is not affected by period
of adaptation to a wide range of lysine intake in healthy
young men. ] Nutr 139: 1082-1087.

Humayun MA, Elango R, Ball RO, Pencharz PB. 2007.
Reevaluation of the protein requirement in young men
with the indicator amino acid oxidation technique. Am J
Clin Nutr 86: 995-1002.

Beaufrere B, Dangin M, Boirie ¥. 2000. Fast and slow
protein concept. In: Proteins, Peptides and Amino Acid
in Enteral Nutrition (Furst P, Young V, eds) (Nestle
Nutrition Workshop Series, Clinical & Performance Pro-
gram Vol. 3), p 121-133. Karger, Basel.

Moehn S, Bertolo RF, Pencharz PB, Ball RO. 2005.
Development of the indicator amino acid oxidation tech-
nique to determine the avallability of amino acids from
dietary protein in pigs. J Nutr 135: 2866-2870.

Food and Agriculture Organization of the United
Nations. 1991. Protein quality evaluation in human
diets. Report of a Joint FAO/WHO/UNU Expert Consulta-

23)

24)

25)

26)
27)

28)

29)
30)
31)
32)

33)

34)

35)

-185-

425

tion (FAO Food and Nutrition Paper No. 51), Rome.
Ministry of Education, Culture, Sports, Science and
Technology. 2010. Standard tables of food composition
in Japan, amino acid composition of foods 2010. Report
of the Subdivision on Resources, The Council for Science
and Technology. Tokyo.

Reeves PG, Nielsen FH, Fahey GCJr. 1993. AIN-93 puri-
fied diets for laboratory rodents: final report of the
American Institute of Nutrition ad hoc writing commit-
tee on the reformulation of the AIN-76A rodent diet. |
Nutr 123: 1939-1951.

Hayamizu K, Kato M, Hattori §. 2011. Determining
amino acid requirements from repeated observations on
indicator amino acid oxidation method by mixed-effect
change-polnt regression models. J Clin Biochem Nutr 49:
115-120.

Meyer JH. 1958. Interactions of dietary fiber and pro-
tein on food intake and body composition of growing
rats. Am ] Physiol 193: 488-494.

Schemmel R, Mickelsen O, Motowi K. 1972. Conversion
of dietary to body energy in rats as affected by strain,
sex, and ration. J Nutr 102: 1187-1197. -
Hartsook EW, Hershberger TV, Nee JC. 1973. Effects of
dietary protein content and ratio of fat to carbohydrate
calories on energy metabolism and body composition of
growing rats. J Nutr 103: 167-178.

McCracken KJ. 1975. Effect of feeding pattern on the
energy metabolism of rats given low-protein diets. Br |
Nutr 33: 277-289.

Deb S, Martin R}, Hershberger TV. 1976. Maintenance
requirement and energetic efficiency of lean and obese
Zucker rats. ] Nutr 106: 191197, .

Berg RT, Bowland JP, Sibbald IR. 1956. Digestible
energy in relation to food intake and nitrogen retention
in the weaning rat. J Nutr 59: 385-392,

Peterson AD, Baumgardt BR. 1971. Influence of level of
energy demand on the ability of rats to compensate for
diet dilution. J Nutr 101: 1069-1074.

Schoeller DA, Klein PD, Watkins JB, Heim T, Maclean
WC Jr. 1980. }3C abundances of nutrients and the effect
of variations in 13C isotopic abundances of test meals
formulated for 13CQ; breath tests. Am J Clin Nutr 33: -
2375-2385.

Hegsted DM. 2000. From chick nutrition to nutrition
policy. Ann Rev Nutr 20: 1-19.

Brunton JA, Ball RO, Pencharz PB. 1998, Determination
of amino acid requirements by indicator amino acid oxi-
dation: applications in health and disease. Curr Opin
Clin Nutr Metab Care 1: 449-453.



Review

J Nutr Sci Vitaminol, 57, 383-393, 2011

The Optimal Dietary Fat to Carbohydrate Ratio to Prevent Obesity
in the Japanese Population: A Review of the Epidemiological,
Physiological and Molecular Evidence

Osamu EzZAKT

Department of Nutritional Science, National Institute of Health and Nutrition, 1-23~1 Toyama,
Shinjuku-ku, Tokyo 162-8636, Japan

{Received July 13, 2011)

Summary The prevention of obesity, which leads to diabetes and other diseases, is a
major concern for public health. There might be an optimal dietary fat to carbohydrate ratio
for prevention and treatment of obesity. According to the Japanese Dietary Reference
Intakes (RDA) for 2010, the optimal fat intake is 20-30% of energy for ages 1-29 y and 20—
25% for ages 30y and over. Upper boundary values of this recommendation were the
median of the percentage of energy from dietary fat in Japanese. In a systematic review to
estimate the optimal dietary fat to carbohydrate ratio, it was found that obese subjects with
hyperinsulinemia (or insulin resistance) lost more weight on a mild low-carbohydrate (LC)
(or low-glycemic load diet; 40% carbohydrate, 30-35% fat) than on a low-fat (LF) diet (55—
60% carbohydrate, 20% fat), whereas those without hyperinsulinemia showed the opposite.
In non-obese primarily insulin-sensitive subjects, decreasing fat rather than carbohydrate
intake is generally more effective to prevent obesity. Physiological and molecular evidence
supports this conclusion. Increased carbohydrate intake, especially in high-glycemic food,
leads to postprandial hyperglycemia and hyperinsulinemia, which are exaggerated in obese
insulin-resistant subjects. Even in an insulin-resistant state, insulin is able to stimulate fatty
acid synthesis in liver, activate lipoprotein lipase, and prevent lipolysis in adipose tissues,
which all facilitate adipose tissue enlargement. Optimal dietary fat to carbohydrate ratio
may differ in populations depending on their prevalence for obesity. Because the prevalence
of overweight/obesity in Japanese is low, a LF diet is recommended in the general popula-

tion.

Key Words low-carbohydrate diet, low-fat diet, RDA, insulin resistance, obesity

Obesity in the United States and in much of the west-
ernized world has increased dramatically over the past
several decades: 64.5% of adults in the United States are
overweight (body mass index [BMI]=25kg/m? and
<30kg/m? or obese (BMI=30kg/m?) (I). Over
weight/obesity (BMI=25 kg/m?) was the most impor-
tant predictor of diabetes. In the Nurses' Health Study,
during 16 y of follow-up, 3,300 new cases of type 2 dia-
betes were observed in the baseline population of
84,941 female nurses. The relative risk of diabetes was
38.8 for women with a BMI of 35.0kg/m? or higher,
20.1 for women with BMI of 30.0 to 34.5 kg/m?, and
7.59 for women with BMI of 25.0 to 29.9 kg/m?, as
compared with women who had a BMI of less than
23.0kg/m? (2).

In Japan, the prevalence of overweight/obesity
(BMI=25 kg/m?) in adults is very low compared with
the United States: 30.4% in men and 20.2% in women
in 2007, according to Japanese cross-sectional nation-
wide surveys (3). However, a strong positive association
between baseline BMI and the incidence of diabetes in

E-mail: ezaki@nih.go.jp

the follow-up period was observed similar to that in the
United States. In a Japanese cohort of healthy men
(n=16,829) and women (n=8,370) followed for 7.4 v,
new cases of diabetes were documented in 869 men
and 224 women (4). The relative risk of diabetes was
5.55 for men with a BMI of 25.2 to 26.3, compared
with men who had a BMI of 15.0 to 19.7, and the rela-
tive risk of diabetes was 5.70 for women with a BMI of
24.4 to 25.9, compared with women who had a BMI of
14.9 to 19.1. Therefore, in Japan also, the prevention of
overweight/obese subjects is a major public issue.

The role of dietary fat and carbohydrate in the obesity
epidemic has been a hotly debated topic for decades and
remains unresolved. To reduce the incidence of obesity
in general populations, public statements on optimal
ratios of dietary fat to carbohydrate have been issued.
Health organizations have recommended diets that are
low in total and saturated fat and high in carbohydrates
obtained from vegetables, fruits, and whole grains or
fiber-rich foods (5-7). Dietary guidelines for Americans
published in 2005 emphasized the importance of the
amount of energy consumed rather than the propor-
tions of protein, fat, and carbohydrate in the diet, pro-
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vided that the macronutrients are within the AMDR,
the acceptable macronutrient distribution range: 10—
35% of energy from protein, 45-65% from carbohy-
drate, and 20-35% from fat (8). Dietary reference
intakes for Japanese issued by the Ministry of Health,
Labour, and Welfare in 2010 indicated that optimal fat
intake is 20-30% for ages 1-29 y and 20-25% for ages
30y and over. Upper boundary values of this recom-
mendation were a median of the percentage of energy
from dietary fat in Japanese, a recommendation that
most Japanese are able to follow.

The present review was conducted to determine the
optimal dietary fat to carbohydrate ratio to prevent obe-
sity in the Japanese population. As a result, it was sug-
gested that a mild low-carbohydrate (I.C) diet was effec-
tive in reducing body weight in obese subjects with
hyperinsulinemia (or insulin resistance), whereas a
low-fat (LF) diet favored prevention of obesity in non-
obese subjects or treatment of obese subjects without
hyperinsulinemia. In addition, to elucidate the molecu-
lar mechanisms of obesity in response to a carbohy-
drate-rich diet, several aspects of insulin actions,
namely lipogenesis in the liver, activation of lipoprotein
lipase (LPL), and lipolysis under insulin-resistance state
were also reviewed.

Methods of Review and Definitions

Selection of publications of epidemiological studies. For
epidemiological studies, key words “(Diet, Fat-Restricted
[MESH]} AND (dietary OR intake OR consumption)
AND ((randomized controlled trial [PTYP] OR random
[WORD]) OR (cohort studies [MESH] OR risk [MESH]
OR (odds [WORD] AND ratio [WORD]) OR ({relative
[WORD] AND risk [WORD]) OR case control [WORD]
OR case-control studies [MESH]))” with a limitation of
“humans” were used in PubMed to select all publica-
tions through June 1, 2011 (r=1,004), initially to
review the effects of dietary fat on mortality and mobil-
ity reported therein. From these publications, those
related to changes in body weight were selected and
reviewed. Other important topics, such as the effects of
dietary fat subtypes, i.e,, saturated, mono-unsaturated,
n-6, and n-3 fatty acids, on obesity, are not discussed in
this review. Because several reviews and meta-analyses
have been published since the original search date, pub-
lications that appeared after this date are presented in
this study with comments relating their findings to
those of the previous reviews and meta-analyses. To

show a visual representation of the results of the review,

findings from representative publications are presented
here in figures.

Current body weight is the result of the accumulated
daily balance of energy intake and expenditure over
previous days. Therefore, the causes of obesity are mul-
tifactorial, including such factors as physical activity
level, energy intake, and food availability. It is difficult to
assess these factors, and there are strong limitations to
examining the effects of dietary macronutrients on obe-
sity in cross-sectional and prospective studies (con-
founding factors may not be measured adequately). For
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this reason, carefully conducted intervention studies in
which dietary fat to carbohydrate ratios were changed
were mostly selected for this review.

Selection of publications of physiological and molecular
studies. In a review of the mechanism of lipogenic
action of insulin (covered later in this review), key
words “Insulin AND obesity AND ((lipogenesis AND
liver) OR LPL OR (lipolysis and adipose tissues))” were
used initially in PubMed to select appropriate publi-
cations, including reviews. Additional publications,
which were necessary to describe the effects of insulin
in an insulin-resistance state, were included from cita-
tions obtained from review articles and personal refer-
ence lists.

Definitions of LF and LC diets. The term LF diet is
used relative to that of a high-fat diet in the literature;
therefore, the absolute amounts of fat were diverse. In
general, a high-fat diet means fat intake provides more
than 30% of energy and a LF diet means less than 30%.
The LC diet has been used in two different types of diet:
a very LC diet (ketogenic diet) and a mild LC diet (low-
glycemic load diet). Glycemic load is the mathematical
product of glycemic index and carbohydrate amount. In
the ketogenic diet, carbohydrate intake is less than
40 g/d (9), whereas in the low-glycemic load diet, the
total amount of carbohydrate is decreased by 10-20%
of energy, and foods containing carbohydrate with
lower glycemic index were used. In Japanese, median
intake of energy in adults was 1,856 kcal/d, and
median intakes of carbohydrate, fat, and protein were
258 g/d (56% of energy), 51 g/d (24.8%), and 68 g/d
{15%), respectively, according to The National Health
and Nutrition Survey in Japan, 2007 (3). In this review,
these two types of LC diets are reviewed separately.

Results and Discussion
A LF diet prevents obesity in general populations

In a meta-analysis of general populations under free-
living conditions, weight loss was positively and inde-
pendently associated with a reduction in the percentage
of energy as fat (0.37 kg/%, p<0.005) (10). Another
meta-analysis of intervention studies also supports this
conclusion (11). For every 1% decrease in energy from
fat, there was a 0.28-kg decrease in body weight.

A large randomized intervention trial including
48,835 post-menopausal women in the United States
(The Women'’s Health Initiative Dietary Modification
Trial) also supports a LF diet for the prevention of obe-
sity (12). This intervention included group and individ-
ual sessions to promote a decrease in fat intake and did
not include weight loss or energy restriction goals.
Energy from fat was decreased from 38.8% to 29.8% in
the intervention group, whereas there was no alter-
ation of fat intake in the control group (from 38.8% to
38.1%). Concomitantly, energy from carbohydrate was
increased from 44.5% to 52.7% in the intervention
group, whereas there was no alteration of carbohydrate
intake in the control group (from 44.5% to 44.7%).
Women in the intervention group lost weight in the first
year and maintained a lower weight than the control
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Pig. 1. Differences in body weight by body mass index (BMI) at screening in response to a low-fat (LF) diet. A large ran-
domized intervention trial including 48,835 post-menopausal women during an average 7.5 y of follow-up supports a LF
diet (energy from fat decreased from 38.8% to 29.8%) but not energy intake for the prevention of obesity. Women in the
intervention groups lost weight in the first year and maintained lower weight than did women in the conirol groups. No
tendency toward weight gain was observed in the intervention groups, whereas body weights in the control groups grad-
ually increased. Error bars indicate 95% confidence intervals. Patient numbers at baseline for the intervention and control
groups by BMI: BMI <25 kg/m?, 5,072 and 7,585; BMI 25-29.9 kg/m?, 6,940 and 10,446; and BMI=30 kg/m?, 7,442

and 11,126, respectively. Reproduced with permission (22).

women over an average 7.5y of follow-up (Fig. 1). No
tendency toward weight gain was observed in the inter-
vention group, whereas body weights in the control
group gradually increased. In both groups, weight loss
was greatest among women who decreased their per-
centage of energy from fat. Weight loss in response to
fat reduction was also slightly greater in subjects with a
baseline BMI of <25 kg/m?.

Several mechanisms for body fat increase in response
to a high-fat intake have been proposed (13, 14). Fatis
the most energy-dense of the macronutrients and is pal-
atable. Fat produces less of a thermogenic effect than
does carbohydrate (15, 16), and fat intake is not regu-
lated, whereas carbohydrate intake is regulated for
combustion of carbohydrate substrates (17). A prompt
increase in glucose oxidation occurs after ingestion of
carbohydrate-containing meals, whereas fat oxidation
is reduced after food conswmption, even when meals
provide substantial amounts of fat {(18). These findings
indicate that when energy intake is not intentionally
restricted, a LF diet prevents body weight increase in the
general population.

A very LC diet (ketogenic diet) decreases body weight in
obese subjects

Intervention studies to compare the efficacy of LF and
very LC diets to reduce body weight in obese subjects
have been conducted and summarized in several meta-
analyses (19-22). All analyses revealed that a very LC
diet is more effective than a LF diet in reducing body
welght in obese subjects. In a recent meta-analysis per-
formed by Hession et al., studies comparing the weight
loss effects of a very LC diet (less than 60 g/d carbohy-
drate without intentional energy restriction) against a
LF diet with energy restriction (less than 30% fat with
600 kcal/d energy restriction) of more than 6 mo were
included (21). Among 9 studies analyzed (n=690 in
total), 6 studies (23-28) showed greater reduction in
body weight by LC diet than by LP diet, whereas 3 stud-
ies (29-31) reported no differences between LC and LF
diets in the decrease of body weight when measured at
6 mo of intervention.

However, several adverse effects were observed in a
very LC diet. A meta-analysis showed an increase in
IDL cholesterol (22). Increased blood ketone produc-
tions showed unfavorable effects, such as hyperurice-
mia and orthostatic hypotension (32). Recently, even
under energy restricted conditions, it was reported that
a very LC diet (60% fat/5% carbohydrate) for 6 wk (33)
or a very LC diet (60% fat/4% carbohydrate) for 1 y (34)
reduced endothelium-dependent flow-mediated dilation
of brachial arteries. A relatively very LC diet (60% fat/
20% carbohydrate) worsened the aortic augmentation
index (35). These adverse effects might be mediated by
a large amount of dietary fat. Therefore, a very LC diet
was not recommended in the general population.
Mixed evidence that a mild LC diet (low-glycemic diet)
decreases body weight in obese subjects

In a Cochrane review, a low-glycemic-index or low-
glycemic load diet was compared with a high-glycemic-
index or high-glycemic-load diet on different indices of
body fat in 6 studies (36). Pooled data from 4 studies
(37-40) showed that weight loss was significantly
greater in participants (n=163 in total) receiving the
low-glycemic diet (—1.1kg of difference, p<0.05).
Other studies reported a favorable percent change in
body mass (41) or a favorable change in BMI on a low-
glycemic diet (39, 42).

However, two recent intervention studies suggested
that reduced-calorie diets resulted in meaningful
weight loss, regardless of macronutrient balance. In one
study, a total of 34 healthy overweight adults ate a
high-glycemic load diet (20% fat, 20% protein, and
60% carbohydrate) or a low-glycemic load diet (30%
fat, 30% protein, and 40% carbohydrate) under 30%
energy-restricted conditions (43). There was no signifi-
cant change in body weight between the two groups:
percentage weight change at 12 mo was —8.04:x4.1%
in the high-glycemic load diet group and —7.81+5.0%
in the low-glycemic load diet group. In the other study,
a total of 811 overweight adults (BMI>25 kg/m?) ate
one of four diets for 2 y (44). The targeted percentages
of energy derived from fat, protein, and carbohydrate in
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Fig. 2. Changes in body weight in insulin-sensitive and -resistant obese subjects. Obese nondiabetic insulin-sensitive (insu-
lin concentration =57.5 pU/mL at 30 min after 75-g dose of oral glucose, n=28) and obese nondiabetic insulin-resistant
(insulin concentration >57.5 1U/mL at 30 min after 75-g dose of oral glucose, n=28) young adults were randomized to
either a low-fat diet (55% carbohydrate of energy, 20% fat, and 25% protein) or a low-glycemic load diet (or a low-carbo-
hydrate diet; 40% carbohydrate, 35% fat, and 25% protein) for a 6-mo intervention and a 12-mo follow-up period. In the
insulin-resistant groups, a low-glycemic load diet produced a greater decrease in weight than did the low-fat diet at 18 mo.

Reproduced with permission (47).

the four diets were 20%, 15%, and 65% (LE/low protein
[LP] diet); 20%, 25%, and 55% (LF/high protein [HP]
diet); 40%, 15%, and 45% (LC/LP diet); and 40%, 25%,
and 35% (LC/HP diet). At 2y, weight loss remained
similar in those who were assigned to a diet with 15%
or 25% protein (3.0 and 3.6 kg, respectively), in those
assigned to a diet with 20% fat or 40% fat (3.3 kg for
both groups), and in those assigned to a diet with 65%
carbohydrate or 35% carbohydrate (2.9 and 3.4 kg,
respectively). There were no differences in reduction of
body weights between groups when measured at 6, 12,
and 18 mo. When considering the results of recent
intervention studies, it is not conclusive that a mild LC
diet is preferable for obese subjects.

A mild LC diet preferentially reduces body weights in obese
subjects with hyperinsulinemia (insulin resistance)

The studies described above comprised mixed popula-
tions of insulin-sensitive and insulin-resistant obese
subjects. However, when only the publications that sep-
arately examine the effects of LF and mild LC diets on
body weight decrease in insulin-sensitive and insulin-
resistant subjects were selected, a clear picture ap-
peared. In obese subjects with hyperinsulinemia and
insulin resistance, a mild LC diet was more likely than
was a LF diet to reduce body weight under energy-
restricted conditions (45-47).

In the first intervention study, obese nondiabetic
insulin-sensitive (fasting insulin <10 pU/mL, n=12)
and obese nondiabetic insulin-resistant (fasting insulin
>15 pU/mL, n=9) women were randomized to either a
LF diet (60% carbohydrate, 20% fat, and 20% protein)
or a mild LC diet (40% carbohydrate, 40% fat, and 20%
protein) for 16 wk under a 400-kcal energy deficit/d
{45). A marked difference was observed in bady weight
reduction. Insulin-sensitive women on the LF diet lost
13.5+1.2% (n="6) of their initial body weight, whereas
those on the mild LC diet lost 6.8+1.2% (n=6). In con-
trast, among the insulin-resistant women, those on the
mild LC diet lost 13.4+1.3% (n=5) of their initial body

weight as compared with 8.5%:1.4% (n=4) lost by
those on the LF diet. Differences in resting metabolic
rate, physical activity, or energy intake between the two
dietary groups were not observed (45).

In the second intervention study, obese (BMI 25-
29.9 kg/m?) insulin-sensitive (insulin concentration
=66 pU/mL at 30 min after 75-g dose of oral glucose,
n=16) and obese nondiabetic insulin-resistant (insulin
concentration >66 pU/mL at 30 min after 75-g dose of
oral glucose, n=16) adults were randomized to either a
LF diet (or high-glycemic diet; 60% carbohydrate, 20%
fat, and 20% protein) or a mild LC diet (or low-glycemic
diet; 40% carbohydrate, 30% fat, and 30% protein) for
6 mo at 30% calorie restriction compared to baseline
individual energy needs (46). In the insulin-resistant
groups, the mild LC diet produced a greater decrease in
weight (—10.2 vs — 6.2 kg) than did the LF diet at 6 mo.
There were no significant differences in weight decrease
between the mild LC and LF diets in the insulin-sensitive
groups.

In the third intervention study, obese nondiabetic
insulin-sensitive (insulin concentration =57.5 pU/mL
at 30 min after 75-g dose of oral glucose, n=28) and
obese nondiabetic insulin-resistant (insulin concentra-
tion >57.5 uU/mL at 30 min after 75-g dose of oral
glucose, n=28) young adults were randomized to either
a LF diet (or high-glycemic diet; 55% carbohydrate,
20% fat, and 25% protein) or a mild LC diet (or low-gly-
cemic diet; 40% carbohydrate, 35% fat, and 25% pro-
tein) for a 6-mo intervention and 12-mo follow-up per-
iod (47). Although both the mild LF- and LC-diet groups
decreased energy intake stmilarly by 400 kcal/d, effects
of LP and LC diets on body weight reduction were mark-
edly different between the insulin-sensitive and -resis-
tant groups. In the insulin-resistant groups, the mild LC
diet produced a greater decrease in weight (—5.8 vs
—1.2kg) and body fat percentage (—2.6 vs —0.9%)
than did the LF diet at 18 mo (Fig. 2). There were no
significant differences in decreases in weight and body
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Fig. 3. Prevalence rates of insulin resistance, hyperin-
sulinemia, and insulin hypersecretion (all defined as the
top decile of the respective distributions in lean sub-
jects) as a function of the body mass index (BMI). Black
bars, hyperinsulinemia; light gray bars, insulin resis-
tance; dark gray bars, hypersecretion. Reproduced with
permission (51},

fat between the mild LC and LF diets for any subjects or
in the insulin-sensitive group.

Metabolic syndrome is closely associated with hyper-
insulinemia (48). A recent study examining the effects
of LF and mild LC diets in subjects with and without
metabolic syndrome under 500-kcal/d energy deficit
conditions indicated that a LF diet is preferable in insu-
lin-sensitive obese subjects (49). In this study, 202
obese subjects were randomized to either a LF diet (55—
60% carbohydrate, less than 30% fat, and 15% protein)
or a mild LC diet (or low-glycemic diet; 30-35% carbo-
hydrate, 35-40% fat, and 25-30% protein) for a 12-mo
follow-up period. In the subjects with metabolic syn-
drome, both the mild LC and LF diets were equally effec-
tive in reducing waist circumference, whereas in sub-
jects without metabolic syndrome, the LF diet was
preferable to that of the mild LC diet: the change in
waist circamference was —7.8%7.1 cm in the LF diet
group versus —3.8+5.0 cm in the mild L.C diet group.

Thus, these four studies suggest that a mild LC diet
preferentially reduces body weight in obese subjects
with hyperinsulinemia (insulin resistance), whereas a
LF diet preferentially reduces body weight in obese sub-
jects without hyperinsulinemia.

Physiological aspects of a mild LC diet making it preferable
in obese, insulin-resistant subjects to reduce body fat

It is known that not all obese subjects show insulin
resistance (50, 51). In a Buropean study of insulin resis-
tance in the obese, hyperinsulinemia, insulin resis-
tance, and insulin hypersecretion were found to
increase linearly with an increase in BMI (Fig. 3) (51).
In this study, hyperinsulinemia was defined as the
upper 10% of fasting plasma insulin concentrations in
the lean groups. Insulin resistance was defined as the
bottom 10% of glucose disposal estimated by euglyce-
mic insulin clamp technique in the lean groups, and
insulin hypersecretion was defined as the upper 10% of
the distribution of posthepatic insulin delivery rate.
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According to these criteria, roughly one-half of the
obese subjects (BMI>30 kg/m?) were insulin resistant.
The frequency of insulin resistance was 20% in subjects
with a BMI of 25-30kg/m?, 34% in subjects with a
BMI of 30-35 kg/m?, and 60% in subjects with a BMI of
>35 kg/m?, relative to 10% in subjects with a BMI of
25kg/m? (51). Similar trends were observed in regard
to hyperinsulinemia and insulin hypersecretion.

Insulin resistance in liver and skeletal muscles ele-
vates glucose concentrations, by which insulin secre-
tion is increased. Moreover, pancreatic beta cells can
acutely assess the body's sensitivity to insulin and
translate this information into an insulin response that
is precisely balanced to offset the severity of insulin
resistance (52). In patients with insulin resistance, the
increment of insulin secretion from S-cells in response
to a fixed amount of glucose is greater than that in nor-
mal subjects (53). Therefore, the sensitivity of glucose
to an increased blood insulin level is augmented in
obese subjects. Diets with higher glycemic load resulted
in higher postprandial insulin concentration in a dose-
dependent manner in lean young adults (54). It is well
known that obese subjects show hyperinsulinemia after
oral glucose tolerance testing {glucose is a substance of
high glycemic load) (55, 56). Postprandial hyperglyce-
mia and hyperinsulinemia augmented by an increase in
dietary carbohydrate intake in obese subjects may fur-
ther promote fat cell enlargement (57).

Increased blood insulin stimulates the synthesis of
faity acid in liver and the preferential uptake of fatty
acids in adipose tissues to store fat and prevents lipolysis
in adipose tissues, all of which facilitate adipose tissue
enlargement. Furthermore, these lipogenic effects of
insulin are not impaired in obese subjects, whereas the
glucose-lowering effects of insulin (inhibition of gluco-
neogenesis/glycolysts in the liver and stimulation of glu-
cose uptake in skeletal muscles) is severely impaired.
Recently, it was shown that hyperinsulinemia is associ-
ated with increased production of intestinal apoprotein
B-48, which is one of the causes of postprandial hyper-
triglycemia (58). This effect of insulin also indirectly
promotes obesity. In the following sections, the mecha-
nisms of insulin-mediated increases in lipid synthesis
and fat accumulation in the insulin-resistant state are
reviewed.

Insulin-induced lipogenesis in liver is not impaired in insu-
lin-resistant animals or humans

The insulin signaling pathway is thought to proceed
through receptor-mediated tyrosine phosphorylation of
insulin receptor substrate (IRS)-1 and/or IRS-2. This
leads to activation of phosphoinositide 3-kinase (PI3K)
and activated Akt (also known as protein kinase B). In
activating hepatic lipogenesis, insulin increases tran-
scription of genes encoding acetyl-CoA carboxylase,
fatty acid synthase, and others. These actions are
caused by an insulin-induced increase in sterol regula-
tory element-binding protein-1c (SREBP-1c) mRNA
(59).

To examine the insulin signaling pathway and lipo-
genesis in the insulin-resistant state, two different ani-
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mal models of insulin resistance and hyperinsulinemia,
those of lipodystrophy induced by overexpression of the
aP2-SREBP1c transgene in adipocytes and obesity
induced by mutational disruption of the leptin gene (ob/
ob mice) were investigated (60). Both animal models
showed a reduction of IRS-2 mRNA and protein and
increased gluconeogenesis in livers, whereas they
showed an increase in SREBP-1¢ mRNA and lipogene-
sis. IRS-1 mRNA in the liver was not altered in these
animal models. In addition, prolonged insulin treat-
ment in isolated rat hepatocytes led to a fall in JRS-2
mRNA and protein and an increase in SREBP-1c tran-
script, suggesting that chronic hyperinsulinemia pro-
motes gluconeogenesis in the liver and hyperglycemia,
whereas it stimulates fatty acid synthesis in the liver
and hypertriglycemia (60). It was shown with IRS-1
and IRS-2 liver knockout mice that IRS-1 could convey
signals to increase SREBP-1c mRNA and lipogenesis
(61, 62). The complete blockage of insulin signaling
observed in liver insulin receptor knockout mice
showed a decrease in the expression of SREBP-1c (63),
suggesting that selective insulin resistance may occur
in animal models of tsulin resistance (64). Recently, a
branch point in the insulin signaling pathway that may
account for selective insulin resistance (in which insu-
lin loses its ability to block glucose production but
retains its ability to stimulate lipogenesis) was identified
(65). In rat hepatocytes, subnanomolar concentrations
of rapamycin, an inhibitor of the mammalian target
of rapamycin complex 1 (mTORC1), blocked insulin
induction of SREBP-1c but had no effect on insulin sup-
pression of phosphoenolpyruvate carboxylase (PEPCK),
suggesting that the kinase complex designated
mTORC1 was a branch point in the insulin signaling
pathway. Therefore, the IRS-1/Akt/mTORC1 pathways
are thought to mediate the increase of lipogenesis in the
insulin-resistant state.

The finding that insulin-induced lipogenesis in the
liver was not impaired in the insulin-resistant state in
animal studies could apply to humans. The pattern of
stored energy distribution derived from a high-carbohy-
drate meal is different in young, lean, insulin-resistant
individuals (fasting insulin concentration of 12.1+x1.2
#U/mL) compared with young, lean, insulin-sensitive
individuals (fasting insulin concentration of 7.6+0.6
wU/mL) (66). In contrast to the insulin-sensitive sub-
jects, who stored most of their ingested energy in the
liver as glycogen, the insulin-resistant subjects had a
marked defect in muscle glycogen synthesis and
diverted much more of their ingested energy into
hepatic de novo lipogenesis, as assessed by incorpora-
tion of deuterated water into plasma triglyceride, result-
ing in increased liver and plasma triglycerides (1Gs).
Increasing very-low-density lipoprotein-TG secretion
from the liver may lead to increased fat accumulation in
adipose tissue (67). Therefore, insulin activation of the
liver IRS-1/Akt/mTORC1 pathway in the insulin-resis-
tant state may lead to obesity.

EzAkI O

An increase in lipoprotein lipase (LPL) activity in adipose
tissue in response to insulin is not impaired in obese subjects

LPL, located on the capillary endothelitun of tissues,
catalyses the rate-limiting step in the hydrolysis of TGs
from circulating chylomicrons and very-low-density
lipoproteins. Most LPL is found in adipose tissues and
skeletal muscles, where some of the liberated free fatty
acids are taken up and are either stored or oxidized,
respectively (68). In healthy humans, a combination of
stable isotope labeling and arteriovenous difference
measurements in adipose tissues showed that in post-
prandial periods, there is preferential uptake of fatty
acids released from chylomicrons by LPL in adipose tis-
sues and also a release of LPL-derived fatty acids into
plasma (69). Therefore, an increase in LPL activity in
adipose tissues may promote fat cell enlargement via
increased uptake of fatty acids into adipocytes, in addi-
tion to an increased supply of fatty acids to muscle and
liver.

Regulation of LPL activity is complex and is con-
trolled by several modulators, such as apoproteins and
angiopoietin-like proteins ANGPTL3 and ANGPTL4
(70). LPL is active as a dimer, whereas its monomer is
inactive. ANGPTL4 inhibits LPL activity by promoting
the conversion of active LPL dimers into inactive LPL
monomers. Insulin not only increases the level of LPL
mRNA but may also regulate LPL activity through both
posttranscriptional and posttranslational mechanisms
(71). The fact that feeding increases active dimeric LPL
from inactive monomeric LPL in adipose tissues sug-
gests that insulin may stimulate dimer formation of LPL
by an unknown mechanism (72). Glucose also in-
creases adipose tissue LPL activity and enhances the
stimulatory effects of insulin, possibly by the glycosyla-
tion of LPL (73). :

In humans, feeding or insulin/glucose infusion stim-
ulates LPL activity in adipose tissues, whereas its activ-
ity decreases in skeletal muscles (74). This divergent
response would serve to direct lipoprotein TG-derived
fatty acids away from muscle to adipose tissue for stor-
age. A high-carbohydrate diet for 16d in normal-
weight subjects increased postprandial LPL activity in
adipose tissue, with elevation of blood glucose and insu-
lin concentrations after meals, relative to a high-fat diet
(75). Therefore, increased insulin and glucose from a
high-carbohydrate diet may promote obesity via activa-
tion of LPL in adipose tissues.

The LPL activity in adipose tissues in response to
insulin during maintenance of euglycemia was exam-
ined in 22 obese and 8 normal-weight subjects (76).
Basal levels of LPL activity per g of fat tissue in the obese
and control groups were 18.7+2.0 and 9.6+2.7 nEg/
g/min, respectively. When the responses of LPL in abso-
lute change from basal values were compared between
the obese and control groups, no significant differences
were found. However, because of the higher baseline
LPL activity in the obese subjects, the percent increase
in LPL from the basal value was significantly blunted in
obese subjects. Basal LPL activity expressed per 10°
cells correlated positively with cell size, and both the
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obese and normal-weight subjects were found to
respond similarly to insulin. These data suggest that
insulin activates LPL in adipose tissues in obese sub-
jects, irrespective of insulin resistance.
Inhibition of lipolysis in adipocytes in response to insulin is
not impaired in insulin-resistant subjects

The concentration of blood free fatty acids (FFA) is
determined primarily by their rate of appearance from
adipose tissues (lipolysis) and also by their rate of disap-
pearance from plasma. Blood FFA concentraticns are
elevated during fasting and decreased after feeding.
Lipolysis is stimulated by catecholamines during fasting
and inhibited by insulin after feeding. If the antilipolytic
effect of insulin in obese subjects were impaired due to
insulin resistance, fat mass would be smaller in obese
subjects. However, most of the studies suggested that
insulin resistance is not observed at this step in obese
subjects (see following paragraph), although the resis-
tance of insulin to increased glucose oxidation in
enlarged adipocytes was clearly shown and is due to a
marked decrease in GLUT4 in adipocytes (77, 78).

The antilipolytic effects of insulin on fat cells of differ-
ent sizes were examined in the 1970s by measuring
glycerol release. Basal lipolysis was larger in larger cells
(79). The antilipolytic effects of insulin on noradrena-~
lin-stimulated lipolysis were more pronounced in the
large cells at all tested concentrations (80, 81). Respon-
stveness and sensitivity to insulin was not altered in adi-
pose tissues of either control or obese subjects (82).
Rather, a marked resistance to the lipolytic effect of
noradrenalin was observed in isolated adipocytes from
obese subjects (83).

In vivo studies also show that the antilipolytic effect
of insulin is not impaired in obese subjects. Both antili-
polytic and antiketotic actions occurred at lower insulin
concentrations (<90 pU/mL) than those required for
hypoglycemic activity (>1,000 pU/mL) (84), suggest-
ing that marked insulin resistance might be required to
reduce antilipolytic action in adipose tissues. Decreases
in blood FFA and glycerol observed during oral glucose
tolerance tests were not impaired in obese subjects (85).
Insulin and glucose infusion rapidly produced anti-
lipolysis in obese and normal groups, as evidenced by
large falls in FFA at 20 min after insulin infusion, where
FFA was 47% of the basal level in the obese subjects and
31% of the basal level in the normal subjects (76).

Triglycerides in tissues are hydrolyzed in a sequential
process involving different lipases. Adipose triglyceride
lipase (ATGL) and hormone-sensitive lipase (HSL) are
necessary for proper hydrolysis of tri- and diglycerides,
respectively. The last step in lipolysis is performed by
monoglyceride lipase (MGL), which hydrolyzes mono-
glycerides to form glycerol and fatty acids (86). The
activity of ATGL and HSL is tightly regulated by cate-
cholamines and insulin. B-Adrenergic stimulation of
the G-protein-coupled receptor activates adenylate
cyclase to increase cellular cAMP levels. The antilipoly-
tic action of insulin is mediated by lowering cAMP levels
via activation of phosphodiesterase 3B (87). The IRS-1/
PI3K/PDE3IK {an insulin-stimulated protein serine
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Fig. 4. A proposed model of optimal dietary fat to car-
bohydrate ratio according to the degree of hyperin-
sulinemia (or obesity). A key to macronutrient balance
in the reduction of body weight is the state of hyperin-
sulinemia (insulin resistance or obesity); thus, optimal
dietary fat to carbohydrate ratios may differ between
prevention and treatment of obesity. A mild low-carbo-
hydrate diet (40% carbohydrate} is preferable for obese,
hyperinsulinemic, insulin-resistant subjects, whereas a
low-fat. diet (20-25% fat) is preferable for normal-
weight, normoinsulinemic, insulin-sensitive subjects.

kinase) signaling pathway is involved in PDE3B activa-
tion (88). cAMP binding to protein kinase A (PKA)
induces phosphorylation of HSL and perilipin, a protein
coating the lipid droplet. PKA phosphorylation of HSL
causes HSL translocation from the cytosol to the lipid
droplet, whereas phosphorylation of perilipin by PKA
alleviates the barrier function of this protein and pro-
motes lipolysis (89). ATGL is phosphorylated on two
conserved serine residues (Ser 404 and 428), although
PKA does not phosphorylate ATGL (90). However, insu-
lin treatment downregulates ATGL mRNA levels in adi-
pocytes (91, 92). To my knowledge, it has not been
shown that decreases in cAMP concentration or ATGL
mRNA in adipocytes in response to insulin are blunted
in adipocytes from obese subjects.

Shift from a mild LC diet to a LF diet during obesity treat-
ment (hypothesis)

When a mild LC diet is given to obese subjects, body
weights might decrease with improvement in hyperin-
sulinemia and insulin resistance. Data from the
National Weight Control Registry of people who were
successful in losing weight and maintaining reduced
body weight show that despite wide variation in the
methods used to lose body weight, there was remark-
able similarity in how they maintained the weight loss,
including a diet that was, on average, 24% fat (93).
Therefore, fat intake might be gradually decreased with
a concomitant increase in carbohydrate intake with
improvement in obesity (Fig. 4).

Conclusions

In terms of epidemiological, physiological, and molec-
ular aspects, the optimal dietary fat to carbohydrate
ratio varies due to the amount of body fat present and
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to hyperinsulinemia (insulin resistance). No evidence
was found that the lipogenic effects of insulin were
impaired in subjects with insulin resistance. In general,
in non-obese subjects, most of whom are insulin sensi-

tive,

decreasing fat intake is more effective than

decreasing carbohydrates to prevent obesity. However,
for obese subjects with insulin resistance, a mild LC diet
favors a reduction in body weight. The optimal dietary
fat to carbohydrate ratio may differ depending on
whether the goal is prevention or treatment of obesity,
and public guidelines on macronutrients should either
be based on the prevalence of obesity in the target soci-
ety or individualized.
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BT BB ELEFLAISHEORMARETH 5.
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PRV (K72AECR) TR, ABTRESAECECLER Y Y VEMES S AR VD
T, ZARCEARERETL, MofkomBET I /BESBIN, TORESFRIIIER
CO, & LTHEEND, LaL, AT REZALCHTLELREN LIS ) ¥ v MR S U5
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WIEkThb, BRETI/VBOBREE—ZIHENT
WEDT, BERASCEIDDBETI JEBOIEH AN
BEDEANE V. FBIET I JRE LTid, ®CPhe »°
BOEVEECTHHEINCE L, 4%, Hei7IVE
EEETI B LTHAL, RAELERBEHICHWS
BE7TI/BLLTOFMILETH S,
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REH»LEEHE T TR UFET AT ERRERE
PEEETES LEL bR,

$31, TI/BBLAEOHEREESICIOVWTE
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ThiZBEYEOBEIERICHEZIN TV EDPED
KR L2V, b, —EHETEEERYAAT
VWEEES—JVIZSy bEAR, SEr—VRORGE
FREFRE Sy ZICRELL, RADSESHERE (KBEETF
BRE&H) 2AWT, BPRECO, B YC tomlar L
THELTWwE (7).
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V. Sv MoBH 3 IAAD EICE B A BERS
EREOHED

EBREDORAMIKBRELTHEL VENET VT
AV, [AAO IS L A7 AL ERBIEREICOWT,
EBREDOAECERICE D BOSROND P EESL
oo Ty b, AEINTUVEEBREELTHVWDEES
LEDTRTOERIZONT, ERAT24BEMILE,
0% HEAL yETHHERE L. ERH, 5 v Mg,
6EIEDH YA YR ELERA (4.3, 8.6, 12.9, 17.2,
21.5, 25.8% A ¥4 U R), FhiE, 6EEONETLT
VEELERE (7.2, 10.8, 14.4, 18.0, 21.6, 25.2%
INETIVTFVE) O3B —D2%09: 002518 : 00 T3
BEZLIC4EERLE, 1HOKEERSy b1 H
BERED1/SETOL L. “CERWEKSII3EED
WEERED15 1 00 (NaH™®COs, 0. 88 mg/kg BW; NaHCO;,
7.92 mg/kg BW; ®C-Phe, 3.3 mg/kg BW; Phe, 29.7
mg/kg BW) 1ZBAL, 16:00, 17:00, 18:00 (*C-Phe,
6.0 mg/kg BW; Phe, 54.0mg/kg BW) Z THIT72
BC Emas RO 5472725125 v b2 F ¥ VA= ZA
Mz 15: 004519 : 00F TOFTEIZ, Fr v/
DEEEREY 7V E L THAREUS y 7123 L,
T IEDHTERE (POCone : KIFETHASH) kb
A BCo, B2 RMEL 720

FRAESEEERN 6 BRBOAIY S, B EREL TS
EER (n=8) LINEITNVTFVERERELTLER (1=
8) ThZh 6HD IAAO ¥, EMHIZ2 HHMEL

L, 2BEMAICET Lz, EBREOMEYE 2 1TRL
7o

TAAD HEICBWTIE, E-AEE» S+ 547 A
CEARCEENAZZLSETYH, AFEh o B¥CPhe &
ZCPhe nEB LV (1-2C] Fui v (2CTw) 0B%
—RBIWREPVETH D, DL ICHESH-AE
RIEE L 7-BEIC, MES MmIER o PCPhe 7217 T%
BCayr & BCTyr 0B b —EThHHI LR HRT L L
PUETH D, 4.3%HEL YEELT. 2% HEA > ERE
HLAEEDI Y PO Phe & Tyr BEZEIIZRL
P20 HEA VEDEATLELANEL 3% 517, 2% 12
ZiLS/TH, MIE°C-Phe & PCPhe iEOEIL L B
—ETholze F7= IMmEEECIyr & 2CTy BEOEE
LED—EThol. 515, BCTy icxts 2 BCTyr
DE G, “CPhe 128§ 2 °CPhe DEIG LY /S
{, DT &, Phe 25 Tyr ~ORBIIAEL TV
WZERRBELTWS, $7, S X OBHES Ol
FIJBITOVTHE LR, M s By ¥4 >
BOLAESELV RV Z4. 3% 517. 2% 2L E €T
b, 1% ¥C-Phe & “CPhe #FOHS L 85 L UlLIE
BCoyr & BCTy REQHELEL—EThot (F
3)e _

72AE BREERER, 18: 300 UCo, BABRRY
ERE (2 BRgmas) ' i VB L, BRMLZ
A R BB 123 B IS PCO, B R/ME L 2 B )R
B LCHM L7zo ABSETH, 9 v MZBWT IAAO
BICEY, HEA VEFAECHERE LEBOZAXL

£2 EREOHEK

Casein diet Wheat gluten diet

Protein
43% 86% 12.9% 17.2% 2L.5% 25.8% 7.2% 10.8% 14.4% 18.0% 21.6% 25.2%

g/kg diet g/kg diet
Casein 50 100 150 200 250 300 - - - - - -
Wheat gluten - - - - - - 100 150 200 250 300 350
Cornstarch 557 523 490 457 423 390 527 498 470 440 411 383
Sucrose - 278 262 245 228 212 195 265 250 235 221 206 190
Rapeseed oil 35 35 35 35 35 35 31 27 22 18 14 9
Soy bean oil 15 15 15 15 15 15 12 10 8 6 4 3
Vitamins © 10 10 10 10 10 10 10 10 10 10 10 10
Minerals 35 35 35 35 35 35 35 35 35 35 35 35
Cellulose - 20 20 20 20 20 20 20 20 20 20 20 20
L-Phenylalanine 11 9 7 5 2 - 9 7 5 3 1 -
LTyrosine 13 10 8 5 3 - 13 11 10 9 8 6
Energy (kJ/g) 15,4 154 155 155 155 15.6 15,5 15,5 155 15.5 15.6  15.6

HEL v DLAEEERI86.2% (N%6.38), AEFNVF DA EERIT.0% (Nx5.70) ThHb, BEFHOT ==
TIovEEE, £TORFET 13,500 mg/kg diet & L7z, 22750, 25.2%/EIVTF V& OBEIZIE, 14,350 mg/ke diet & L7,
37, BEFOFOICERR, £TORET 15 000 mg/ke diet & L7z,

6 W RESER BRI
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#3 mE FE BESO7ioATISvBIUFOY VEE

Diet

4. 3% casein
17.2% casein

4. 3% casein
17. 2% casein

4. 3% casein
17. 2% casein

Phenylalanine Tyrosine
BC.Phe 2CPhe Total BCTyr 2C Tyr Total
Plasma (nmol/mL)

13.2 £ 2.9 47.2 £ 4.3 60.4 = 7.0 7.5 %20 113.0 £29.4  120.6 + 30.7
12.1 = 2.5 50.8 £ 10.0 62.9 = 11.8 8.5 = 1.4 119.8 = 15,2  128.3 £ 16.2
Liver (nmol/g)

10.6 = 0.4 40.9 £ 5.1 51.5 £ 4.9 7.4 £ 1.3 99.4 £ 32.0 106.9 = 33.2
10.4 = 2.1 43.1 = 10.5 53.6 +12.3 8.8 2.8 92.5 + 7.5 101.4 £ 9.2
Gastrocnemius muscle (nmol/g)

13.0 = 1.7 46.6 £ 4.5 59.6 = 5.7 8.4 +0.8 91.9 £ 8.7 100.3 = 8.5
11.6 = 1.9 48.2 £ 2.5 59.8 £ 3.6 7.0 1.1 84.7 £ 5.8 91.7 £ 5.0

F¥gE+SE (4. 3% casein, n—5; 17. 2% casein, n=5). &THF— ¥ 124. 3% casein B £ 17. 2% casein B & DI Student’s ttest |2

THEZEROhh ol
13 1
12 O casein
% heat glut
211 O wheat gluten
=
;ej 10 A
o)
o 9
S 81
£
©
g 7 1
5 7
2 6
o]
5 4
4 r T . v : \
0 5 10 15 20 25 30 35

Proteinintake(g/kg BW/day)
B8 7zARKHEAHEREOHD

AEAVE (n=8) EARITVT VR (n=8) DA EBENESBILS -
BEDIESR PCO, BAER DL E FYIE = ERFETRL 2. 7¥4 Y AORRE
AL, y=10.73-0.35x £ y=6.17 TH Y, IEISLF Y EOEBESRIL,
y=18.87-0.66x & y=6.92 Th o7z ML, A¥4 Y RA713.1g/kg BW/H,
WNET VT BN 18.1 g/kg BW/H TH o7z,

RAVHEREIL 13,1 g/kg BW/day WM 2 LR S V. ERCHIB 1AM B LB AL HIKHE
hiz (B8)o KBEOHE

NEE TR RIS Lre TARD JECHL Fe Al CJ
Uk 18.1 g/kg BW/day L EHEh, H¥EAL » I BOREBRLERZ, TUKT I BOEY BN
ELAECERELEBLDDEWETD o 20 2AWE LARWVENT VA, BRI a-T I ) BFRBE L1450
CHLBEREZBEOLAESEBRNTEL, $EORA TRT7IJBREBKBTAZELEZRHL-TLIOTHS, 2007
WCEBMTE kot b VI BRI, e OERHICE i Humayun 5™ 13, TAAO #:% AV CTHADR AL
L, JAAO Bl A EOEFHEITRB T 5 Z LT CELEREHFMLTWS, HOICL2EBRAEED

&5 (‘:f‘%i bz,

AT ESLERIE, 0.93g/kg BW/ HTHh o7z, Fix
3, JAAO R AW THARARAREOZ A ERHE

LS VoleS Nob w7
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