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Abstract

Diet composition may affect blood pressure (BP), but the mechanisms are unclear. The aim of the present study was to compare postpran-

dial BP-related responses to the ingestion of pea protein, milk protein and egg-white protein. In addition, postprandial BP-related responses

to the ingestion of maltodextrin were compared with those to the ingestion of sucrose and a protein mix. We hypothesised that lower post-

prandial total peripheral resistance (TPR) and BP levels would be accompanied by higher plasma concentrations of nitric oxide, insulin,

glucagon-like peptide 1 (GLP-1) and glucagon. On separate occasions, six meals were tested in a randomised order in forty-eight overweight

or obese adults with untreated elevated BP. Postprandial responses of TPR, BP and plasma concentrations of insulin, glucagon, GLP-1 and

nitrite, nitroso compounds (RXNO) and S-nitrosothiols (NOx) were measured for 4 h. No differences were observed in TPR responses. Post-

prandial BP levels were higher after the ingestion of the egg-white-protein meal than after that of meals containing the other two proteins

(P#0·01). The ingestion of the pea-protein meal induced the highest NOx response (P#0·006). Insulin and glucagon concentrations were

lowest after the ingestion of the egg-white-protein meal (P#0·009). Postprandial BP levels were lower after the ingestion of the maltodextrin

meal than after that of the protein mix and sucrose meals (P#0·004), while postprandial insulin concentrations were higher after the inges-

tion of the maltodextrin meal than after that of the sucrose and protein mix meals after 1–2 h (P#0·0001). Postprandial NOx, GLP-1 and

glucagon concentrations were lower after the ingestion of the maltodextrin meal than after that of the protein mix meal (P#0·008). In con-

clusion, different protein and carbohydrate sources induce different postprandial BP-related responses, which may be important for BP

management. Lower postprandial BP levels are not necessarily accompanied by higher NOx, insulin, glucagon or GLP-1 responses.

Key words: Protein sources: Carbohydrates: Blood pressure

The effect of dietary proteins on blood pressure (BP) has been

evaluated in two recent meta-analyses, which concluded that

replacement of part of dietary carbohydrates with proteins is

beneficial in BP management(1,2). It is still unclear whether

different dietary proteins have different effects on BP(3). Ran-

domised trials comparing the effects of prolonged intake of

different types of proteins or different amino acids on BP

are scarce. Mainly, soya and milk proteins have been studied

in this context, and a recent meta-analysis has shown that soya

and milk proteins decrease BP to a similar extent(4). The post-

prandial BP responses to the ingestion of the milk proteins

casein and whey have been found to be similar to those to

the ingestion of a carbohydrate control(5). In a randomised

clinical trial on the effects of PROteins on blood PRESsure

*Corresponding author: K. F. M. Teunissen-Beekman, fax þ31 43 36 70 976, email kfm.teunissen@maastrichtuniversity.nl

Abbreviations: ACE, angiotensin-converting enzyme; AIx, augmentation index; BP, blood pressure; CO, cardiac output; DBP, diastolic blood pressure;

GLP-1, glucagon-like peptide 1; HR, heart rate; iAUC, incremental AUC; MAP, mean arterial pressure; NOx, nitrite, nitroso compounds (RXNO) and

S-nitrosothiols; PP, pulse pressure; PROPRES, randomised clinical trial on the effects of PROteins on blood PRESsure; PWV, pulse wave velocity;

SBP, systolic blood pressure; TPR, total peripheral resistance.
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(PROPRES), we found that the consumption of 60 g/d of a pro-

tein mix for 4 weeks lowered BP compared with that of 60 g/d

of maltodextrin(6). Additional research in a subgroup of the

PROPRES study has shown that the acute BP responses to

the ingestion of mixed meals supplemented with the protein

mix or maltodextrin differed. We found a smaller postprandial

decrease in BP after the ingestion of a protein-supplemented

meal than after that of a maltodextrin-supplemented meal,

and we suggested that differences in insulin responses might

explain these differences in the postprandial BP responses(7).

From this study, it remained unclear whether the differences

in BP responses after carbohydrate and protein intake can

be generalised to ingestion of any kind of proteins and

carbohydrates or are dependent on the type of protein or

carbohydrate ingested. The aim of the present study was to

investigate postprandial BP responses to the ingestion of pro-

teins and carbohydrates from different sources. An additional

objective was to explore the mechanisms via which different

dietary factors affect BP. Postprandial responses are of interest

because in clinical practice BP is often measured in the post-

prandial state and may therefore be influenced by prior meal

ingestion. Moreover, prognostic epidemiological data are

usually based on BP measurements taken during daily clinical

practice, which are mostly not recorded in the fasted state.

We hypothesised that lower postprandial total peripheral resist-

ance (TPR) and BP levels would be accompanied by higher

postprandial concentrations of plasma nitric oxide (NO). NO

is a potent vasodilator produced in the vascular endothelium.

Several hormones, such as insulin and glucagon-like peptide-

1 (GLP-1), and amino acids, such as arginine, may increase

endothelial NO release(8–10). The concentrations of these

hormones and amino acids may be affected by protein

ingestion(11–14). Therefore, our second hypothesis was that

higher postprandial NO concentrations would be accompanied

by higher concentrations of insulin, GLP-1 and/or glucagon.

Glucagon has been hypothesised to increase NO production

because of its vasodilatory effects; however, these effects can

differ between vascular beds(15) and the effects of glucagon

on NO release may be dependent on the condition stu-

died(16,17). In the present study, the postprandial effects of

pea, milk and egg-white protein isolates were compared.

These proteins were selected because they were included in

the protein mix that lowered BP in the PROPRES study(6).

In addition, we investigated whether the choice of our

carbohydrate control in the PROPRES study(6) could have influ-

enced our previous findings. Most studies on the

BP-lowering effect of proteins have compared the effects of

dietary proteins with those of carbohydrates(18). However, BP

may respond differently after the consumption of different

carbohydrate sources(19). Therefore, we chose to compare the

postprandial effects of maltodextrin with those of sucrose,

a widely consumed carbohydrate (table sugar) with a less

pronounced insulin response compared with maltodextrin.

We hypothesised that TPR and BP would decrease more after

the consumption of maltodextrin than after that of sucrose

due to a greater insulin response. Responses to the ingestion

of maltodextrin were also compared with those to the ingestion

of the protein mix tested in the PROPRES study(6).

Subjects and methods

Subjects

Subjects were recruited through local newspapers and via our

database of subjects of the PROPRES study(6). Inclusion and

exclusion criteria for the determination of subject eligibility

were similar to those of the PROPRES study(6). The present

study was conducted according to the guidelines laid down

in the Declaration of Helsinki, and all procedures involving

human subjects were approved by the medical ethics committee

of Maastricht University Medical Center and Maastricht Univer-

sity (METC azM/UM). Written informed consent was obtained

from all the subjects. The study was conducted at Maastricht

University (Netherlands) between January and December 2011.

Study diets and design

The present study was a double-blind, six-arm randomised

cross-over trial. If eligible, the subjects were enrolled for a

run-in period of 2 weeks, during which they followed stan-

dard dietary advice as described previously(6). If their BP

still met the inclusion criteria after the 2-week run-in period,

the subjects were randomised to one of the six treatment

orders using a computer program (MINIM; Stephen Evans,

Simon Day and Patrick Royston; http://www-users.york.ac.

uk/,mb55/guide/minim.htm). The subjects followed the diet-

ary advice until the end of the study. This trial was registered

at http://www.trialregister.nl: as NTR2678.

Test meals were six different powders containing either a

protein or a carbohydrate mixed with H2O at a ratio of 1:4

and were consumed on six separate test days with a washout

period of 1 week between each test. The test meals consisted

of 0·6 g of protein or carbohydrate per kg body mass. Protein

products tested were a pea protein isolate (Roquette), a milk

protein isolate (DMV International), an egg-white protein

isolate (Noventum Foods), and a mix of protein isolates

consisting of 20 % pea protein, 20 % soya protein (ADM Speci-

alty Food Ingredients), 30 % milk protein and 30 % egg-white

protein. Carbohydrate products tested were maltodextrin

(Syral) and sucrose (Suiker Unie). All the test products were

of food grade. The test powders were matched for fat and

mineral content (Table 1) and mixed by NIZO food research.

The amino acid compositions of the protein isolates are given

in Table 2. The researchers and subjects were blinded to the

meals. On the day before each test day, all the subjects con-

sumed the same foods, which were provided by the research-

ers (15 % energy from protein, 30 % energy from fat and 55 %

energy from carbohydrate). On the test day, the subjects

arrived at the university at 08.00 hours after an overnight

fast. The test meals were consumed at T0. Measurements

were taken at time points 21, þ 1, þ 2, þ 3 and þ 4 h.

Measurements

During the screening visit and run-in period, BP and heart rate

(HR) measurements were taken as described previously(6). On

the test day, systolic blood pressure (SBP), diastolic blood

pressure (DBP), mean arterial pressure (MAP) and HR were

measured using a Spacelabs 90 207 (Spacelabs Healthcare

Postprandial blood pressure-related responses 601
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Limited), a validated automated BP monitor(20), with the sub-

jects sitting on a bed in a semi-supine position. Cardiac output

(CO) and stroke volume were measured non-invasively using

the Finometer MIDI and BeatScope Easy software (Finapres

Medical Systems)(21). TPR was calculated from the MAP and

CO as described previously(7). Pulse pressure (PP) was

calculated as follows: SBP 2 DBP. The central augmented

pressure:pulse height ratio (augmentation index (AIx)) was

derived from pulse wave analysis at the arteria radialis using

the SphygmoCor CP system (Atcor Medical) and corrected

for a HR of 75 beats/min. Pulse wave velocity (PWV) was

measured using the Vicorder (Skidmore Medical Limited).

PWV measurements were taken with one loose cuff around

the neck monitoring pulse waves in the arteria carotis and

another cuff around the upper leg monitoring pulse waves

in the arteria femoralis. PWV was assessed by recording the

distance between the sternal notch and the middle of the

leg cuff and dividing this by the time lag between the pulses

from the carotis and femoralis. PWV was measured three

times, and the average was used in analyses.

Serum and plasma analyses

Blood samples were collected in tubes containing heparin and

lithium for the determination of nitrite, nitroso compounds

(RXNO) and S-nitrosothiols (NOx). The samples in the tubes

were centrifuged within 10 min of collection for 17 min at

48C and 87g. Plasma was collected and stored at 2808C

until analysis. The concentrations of NOx were determined

using a previously described chemiluminescence technique

of Rikilt(22). The concentrations of plasma glucose, GLP-1, gluca-

gon, angiotensin-converting enzyme (ACE) and serum insulin

were measured by MLM Medical Labs. The concentrations of

plasma glucose and serum insulin were determined as

described previously(7). Blood samples were collected in

EDTA collection tubes containing a dipeptidyl peptidase-IV

inhibitor for GLP-1 analysis. The concentrations of active

GLP-1 were measured with an ELISA (Linco Research).

Blood samples were collected in EDTA tubes containing apro-

tinin for glucagon analysis. The concentrations of glucagon

were determined using a RIA (Euro-Diagnostic). The activity

of ACE was also measured, because dietary proteins can

affect BP via the inhibition of ACE(23). The activity of ACE

was determined using the ACE colour method (Fujirebio).

Statistical analyses

Baseline characteristics are reported as means with their stan-

dard errors. Changes in weight between week 3 (end of the

run-in period) and week 8 were tested using a paired t test.

Postprandial responses were analysed with a linear mixed

model approach to take the cross-over design and the corre-

lation between repeated measures into account. The basic

model consisted of a random intercept at the individual

level. If significant, this model was extended with a random

intercept at the meal within the individual level (individual £

meal) or with a serial correlation over time. The basic model

always included the following variables: time; meal; baseline

measurements; two variables controlling for the cross-over

design: meal order and test day number. The interaction

term between meal and time (meal £ time) and the covariates

age, sex and BMI were included in the model if P#0·05. In

case of a significant meal £ time or meal effect, five post hoc

comparisons were made, i.e. maltodextrin v. sucrose, malto-

dextrin v. protein mix, pea protein v. milk protein, pea protein

v. egg-white protein, and milk protein v. egg-white protein.

The critical P value was corrected for these comparisons;

therefore; post hoc differences were considered significant at

P#0·01. To determine whether postprandial changes from

baseline were significant, the incremental AUC (iAUC) was

tested for a significant difference from zero for each meal.

Table 1. Meal compositions for 70 g of protein or carbohydrate

Milk protein Egg-white protein Pea protein Protein mix Maltodextrin Sucrose

Energy (kJ) 1481 1443 1506 1460 1439 1460
Protein (g) 70 70 70 70 0·37 0·36
Carbohydrates (g) 2·8 2·6 2·1 1·7 70 70
Fat (g) 7 6 8 6·9 7 7·5
Fibre (g) 0·9 3·7 1·6 1·9 3·6 1·6
Minerals
Na (mg) 940 980 1010 1060 1050 910
K (mg) 830 700 940 830 710 820
Ca (mg) 1170 1060 1160 1160 1120 1110
P (mg) 900 820 920 910 910 860
Mg (mg) 66 67 73 71 69 62

Table 2. Amino acid compositions (g/100 g) of the protein sources

Milk protein Egg-white protein Pea protein

Ala 2·9 4·3 4·2
Arg 3·7 6 8·7
Asp 6·7 9·6 11·5
Cys 0·6 3 1·1
Glu 19·5 17 17·2
Gly 1·6 3·2 4·2
His 2·5 2·5 2·5
Ile 4·7 4·9 4·8
Leu 8·8 8·4 8·3
Lys 7·5 6·8 7·3
Met 2·6 2·3 1
Phe 4·4 5·1 5·3
Pro 9·7 6 4·5
Ser 5·1 5·6 5·1
Thr 3·9 4 4
Trp 1·1 1·2 1
Tyr 5 4·2 3·8
Val 6·3 5·8 5

K. F. M. Teunissen-Beekman et al.602
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This was done using a one-sample t test and a critical P value

corrected for the six meals (P¼0·0083). All the analyses were

carried out using SPSS software (version 19; IBM). The present

study was powered to show a significant difference in TPR of

at least 1 mmHg/l per min with a SD of 2·2 mmHg/l per min

with a power of 0·8. Based on these values, forty participants

would be needed. The aim was to include fifty participants,

accounting for a dropout rate of 20 %.

Results

Subjects

A total of forty-eight subjects were included in the present

study (Table 3). The subjects lost an average of 0·4 (SEM

0·2) kg of body mass during the six test weeks (P¼0·009).

The carbohydrate test meals were well tolerated, but some

subjects had trouble with fully finishing the protein meals.

Of these subjects, three were unable to finish the pea-protein

meal, three were unable to finish the milk-protein meal, one

subject did not finish the egg-white-protein meal and one sub-

ject did not finish the protein mix meal completely. Because

most of the meal was still consumed in these cases, data

obtained from these subjects were included in all the analyses.

Postprandial responses

Overall, significant time £ meal interactions were found for

SBP, DBP, MAP, HR, AIx, NOx, glucose, insulin, GLP-1 and

glucagon responses after the ingestion of the six meals

(P # 0·03). PP responses to the ingestion of the six meals

differed significantly, independent of time (P ¼ 0·007). Details

on how responses to the ingestion of the six meals differed are

discussed below. TPR, CO, stroke volume, PWV and ACE

responses to the ingestion of the six meals did not differ

significantly.

Responses to the ingestion of egg-white,
milk and pea proteins

The ingestion of the egg-white-protein meal resulted in a

significant increase in SBP, MAP and PP, while that of the

pea-protein meal significantly reduced DBP (iAUC, P#0·001).

At 2–4 h, MAP was significantly higher after the ingestion of

the egg-white-protein meal than after that of meals containing

the other two proteins (P#0·01). SBP and DBP were also sig-

nificantly higher after the ingestion of the egg-white-protein

meal than after that of meals containing the other two proteins

at most time points (P#0·008; Fig. 1(a)–(c)). PP was signifi-

cantly higher after the ingestion of the egg-white-protein

meal than after that of the milk-protein meal, independent

of time (P¼0·009, data not shown). The ingestion of the

pea-protein meal significantly decreased TPR and increased

HR, while only the ingestion of the milk-protein meal

significantly increased CO (iAUC, P#0·005; Fig. 1(d)–(f)).

Postprandial HR was significantly higher after the ingestion

of the pea-protein meal than after that of the egg-white-

protein meal between 1 and 3h (P#0·008; Fig. 1(d)). The

ingestion of all the three protein meals resulted in a decrease in

the AIx (iAUC, P#0·001). The AIx was significantly higher after

the ingestion of the egg-white-protein meal than after that of the

pea-protein meal at 1 h and higher than that after the ingestion of

the milk-protein meal at 3 h (P#0·002; Fig. 1(g)).

Plasma NOx concentrations were significantly increased

after the ingestion of the pea- and milk-protein meals (iAUC,

P#0·0001). NOx concentrations were significantly higher

after the ingestion of the pea-protein meal than after that of

meals containing the other two proteins at 1–3 h (P#0·006;

Fig. 1(h)). The ingestion of all the three protein meals signifi-

cantly reduced plasma glucose concentrations and increased

insulin concentrations (iAUC, P#0·0001; Fig. 1(i) and (j)).

No differences were observed in the postprandial plasma glu-

cose responses to the ingestion of all the three protein meals

(Fig. 1(i)). Serum insulin concentrations were significantly

lower at 1–3 h after the ingestion of the egg-white-protein

meal than after that of the milk-protein meal and at 1–2 h

compared with those after the ingestion of the pea-protein

meal (P#0·0001). Serum insulin concentrations were signifi-

cantly higher after the ingestion of the milk-protein meal

than after that of the pea-protein meal after 4 h (P¼0·009;

Fig. 1(j)). Postprandial plasma glucagon concentrations were

increased after the ingestion of all the three protein meals

(iAUC, P#0·0001; Fig. 1(k)), but remained lowest after the

ingestion of the egg-white-protein meal than after that of

meals containing the other two proteins at 1–3 h (P#0·009).

At 1–2 h, plasma glucagon concentrations observed after the

ingestion of the pea-protein meal also differed significantly

from those observed after the ingestion of the milk-protein

diet, with the highest plasma glucagon concentrations being

detected after the ingestion of the pea-protein meal

(P#0·003; Fig. 1(k)). Plasma GLP-1 concentrations were

increased after the ingestion of all the three protein meals

(iAUC, P#0·0001; Fig. 1(l)), but were significantly lower

after the ingestion of the egg-white-protein meal than after

that of meals containing the other two proteins after 2 h

(P#0·0001) while being higher after the ingestion of the

egg-white-protein meal than after that of the pea-protein

meal after 4 h (P¼0·002; Fig. 1(l)). Plasma ACE activity was

significantly decreased after the ingestion of the pea-protein

meal (iAUC, P¼0·005, data not shown); however, no differ-

ences were observed in the plasma ACE activity responses

to the ingestion of the three protein meals.

Table 3. Baseline characteristics of the study participants

(Mean values with their standard errors)

Mean SEM

Sex (n)
Male 31
Female 17

Age (years) 58 1
BMI (kg/m2) 28·6 0·3
Fasting plasma glucose (mmol/l) 5·5 0·1
eGFR* (ml/min per 1·73 m2) 99 3
SBP during the run-in period (mmHg) 144 1
DBP during the run-in period (mmHg) 92 1

eGFR, estimated glomerular filtration rate; SBP, systolic blood pressure; DBP,
diastolic blood pressure.

* Estimated by the modification of the diet in renal disease formula.
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Responses to the ingestion of maltodextrin compared with
those to the ingestion of the protein mix and sucrose

DBP and MAP were significantly decreased after the ingestion

of the maltodextrin meal (iAUC, P#0·0004), but not after that

of the protein mix or sucrose meal. SBP was not significantly

increased or decreased after the ingestion of any of the three

meals. PP was significantly increased after the ingestion of the

protein mix meal (iAUC, P¼0·0001, data not shown). SBP,

DBP and MAP were significantly lower at 1 h after the inges-

tion of the maltodextrin meal than after that of the sucrose

and protein mix meals (P#0·003). DBP and MAP were also

significantly lower after the ingestion of the maltodextrin

meal than after that of the sucrose meal after 2 h (P#0·004;

Fig. 2(a)–(c)). TPR was significantly decreased after the inges-

tion of the protein mix meal (iAUC, P¼0·0001; Fig. 2(f)), while

HR and CO were significantly increased after the ingestion of

this meal (iAUC, P#0·001; Fig. 2(d) and (e)). TPR, CO and HR

did not change significantly after the ingestion of the malto-

dextrin or sucrose meal. Postprandial HR was significantly

higher after the ingestion of the protein mix meal than after

that of the maltodextrin meal after 2–4 h (P#0·0001;

Fig. 2(d)). The AIx was significantly decreased after the inges-

tion of the maltodextrin and protein mix meals (iAUC,

P#0·0001), but not after that of the sucrose meal. The AIx

was significantly higher at 2 h after the ingestion of the sucrose

meal than after that of the maltodextrin meal (P¼0·005;

Fig. 2(g)).

Plasma NOx concentrations were significantly increased

after the ingestion of the protein mix meal (iAUC,

P#0·0001). NOx concentrations were significantly higher at

1–2 h after the ingestion of the protein mix meal than after

that of the maltodextrin meal (P#0·008), but were lower

at 2 h after the ingestion of the sucrose meal than after that

of the maltodextrin meal (P¼0·002; Fig. 2(h)). The ingestion

of the maltodextrin meal resulted in significant increases in

glucose and insulin concentrations (iAUC, P#0·0001).

The ingestion of the sucrose and protein mix meals also

increased insulin concentrations (iAUC, P#0·0001). In

addition, the ingestion of the protein mix meal significantly

lowered plasma glucose concentrations (iAUC, P#0·0001;

Fig. 2(i)–(j)). The ingestion the maltodextrin meal resulted

in significantly higher plasma glucose concentrations at

1–2 h and serum insulin concentrations at 1–3 h compared

with that of the sucrose meal (P#0·002). Compared with

those observed after the ingestion of the protein mix meal,

plasma glucose and serum insulin concentrations were signifi-

cantly higher at 1–2 h after the ingestion of the maltodextrin

meal and significantly lower at 3–4 h after that of the malto-

dextrin meal (P#0·0001). Plasma glucagon concentrations

were significantly decreased after the ingestion of the malto-

dextrin and sucrose meals and significantly increased after
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Fig. 1. Changes in (a) systolic blood pressure (SBP), (b) diastolic blood pressure (DBP), (c) mean arterial pressure (MAP), (d) heart rate (HR), (e) cardiac output

(CO), (f) total peripheral resistance (TPR), (g) augmentation index, (h) nitrite, nitroso compound and S-nitrosothiol (NOx), (i) glucose, (j) insulin, (k) glucagon and

(l) glucagon-like-peptide 1 (GLP-1) responses. Values are means, with their standard errors represented by vertical bars. For SBP, DBP, MAP, HR, augmentation

index, NOx, glucose, insulin and glucagon: n 47 for pea protein and egg-white protein; n 48 for milk protein. For CO and TPR: n 47 for pea protein and egg-white

protein; n 46 for milk protein. For GLP-1: n 47 for pea protein; n 48 for milk protein; n 45 for egg-white protein. *, †, ‡ Significant differences between protein

sources (A, pea protein; S, milk protein; W, egg-white protein) shown by post hoc tests with Bonferroni correction (P#0·01) if the time £ meal interaction was

significant (P#0·05; linear mixed model). * Comparison of egg-white protein v. milk protein. † Comparison of egg-white protein v. pea protein. ‡ Comparison of

milk protein v. pea protein.
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the ingestion of the protein mix meal (iAUC, P#0·0001;

Fig. 2(k)). Glucagon concentrations observed after the inges-

tion of the maltodextrin meal did not differ from those

observed after the ingestion of the sucrose meal. Glucagon

concentrations were significantly higher after the ingestion

of the protein mix meal than after that of the maltodextrin

meal at 1–4 h (P#0·0001). GLP-1 concentrations were signifi-

cantly increased after the ingestion of the maltodextrin and

protein mix meals (iAUC, P#0·0001; Fig. 2(l)). GLP-1 concen-

trations were significantly higher at 1 h after the ingestion of

the maltodextrin meal than after that of the sucrose meal

(P#0·0001). After 2–4 h, GLP-1 concentrations were signifi-

cantly higher after the ingestion of the protein mix meal

than after that of the maltodextrin meal (P#0·0001; Fig. 2(l)).

ACE activity was significantly decreased after the ingestion of

the maltodextrin and protein mix meals (P#0·001, data not

shown); however, there were no differences in the postpran-

dial ACE activity responses to the ingestion of the maltodex-

trin, sucrose and protein mix meals.

Discussion

In the present study, we compared the acute postprandial

BP-related responses to the ingestion of egg-white, milk and

pea proteins and we compared postprandial BP-related

responses to the ingestion of maltodextrin with those to the

ingestion of sucrose and a protein mix.

When comparing the protein sources, egg-white protein

was found to induce the highest postprandial BP levels com-

pared with the pea and milk proteins. We hypothesised that

NO-induced vasodilation might be the mechanism responsible

for lowering TPR and consequently BP. The higher BP levels

and lower NOx response observed after the ingestion of the

egg-white-protein meal compared with the levels observed

after the ingestion of the pea-protein meal are in agreement

with this hypothesis, but the BP levels following the ingestion

of the milk-protein meal were lower than those following the

ingestion of the egg-white-protein meal, despite a similar NOx

response. An additional mechanism, such as ACE inhibition,

might have influenced the BP response after the ingestion of

the milk-protein meal(23), but we did not find significant differ-

ences in the postprandial plasma ACE activity responses to the

ingestion of the protein meals. In addition, we found no differ-

ences in TPR or CO responses to the ingestion of the protein

sources. We also hypothesised that NO could be induced by

insulin, glucagon and GLP-1(9,10,15). In accordance with this,

pea protein induced the highest hormonal and NOx responses,

while egg-white protein induced the lowest responses. The

higher amount of arginine in pea protein could have also con-

tributed to the higher NOx response(8). However, milk protein

induced a low NOx response, despite inducing intermediate

hormonal responses. NO regulation is complex and is

influenced by many pathways. For instance, leptin is also

known to induce NO(24), while glucagon can counteract
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Fig. 2. Changes in (a) systolic blood pressure (SBP), (b) diastolic blood pressure (DBP), (c) mean arterial pressure (MAP), (d) heart rate (HR), (e) cardiac output

(CO), (f) total peripheral resistance (TPR), (g) augmentation index, (h) nitrite, nitroso compound and S-nitrosothiol (NOx), (i) glucose, (j) insulin, (k) glucagon and

(l) glucagon-like-peptide 1 (GLP-1) responses. Values are means, with their standard errors represented by vertical bars. For SBP, DBP, MAP, HR, augmentation

index, glucose, insulin and glucagon: n 47 for maltodextrin and sucrose; n 48 for the protein mix. For CO, TPR, glucose, insulin, glucagon and GLP-1: n 47 for
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insulin-induced NO release(16). In addition, several proteins

and amino acids have been reported to affect NO synthesis in

a variety of tissues(25).

The AIx was decreased after the ingestion of all the three

protein meals, which indicates that the diameter or distensibil-

ity of arteries or arterioles was increased(26). A postprandial

decrease in AIx has been reported previously(27). The smaller

decrease in AIx after the ingestion of the egg-white-protein

meal could be due to the lower insulin response. Westerbacka

et al.(26) demonstrated that a physiological dose of insulin can

decrease AIx within 1 h.

Differences in insulin- and glucagon-stimulating properties of

different proteins have been reported previously(11,13,28) and

may be explained by differences in the amino acid composition.

Phenylalanine and glycine, which are present in highest

amounts in pea protein, have been found to be more

insulinotropic compared with other amino acids(12). Glycine

and arginine, also most abundant in pea protein, have been

found to be have higher glucagon-stimulating properties(12).

Branched-chain amino acids, which are more common in

milk proteins, have also been reported to have higher insulin-

stimulating properties(11). Differences in the rate of digestion

can also influence postprandial insulin responses as shown in

studies comparing insulin responses to the consumption of

the fast protein whey and the slow protein casein(29,30).

However, the relative rates of digestion of the proteins in the

present study are unknown. GLP-1 responses to the ingestion

of the different protein sources did not seem to differ much.

Limited and conflicting data have been reported in the literature

on the effects of different proteins on GLP-1 concentrations. No

differences were found in GLP-1 concentrations by two studies

after the consumption of meals containing 18 g of milk, cheese,

whey, cod or wheat gluten protein combined with 25 g of carbo-

hydrates(31) or after the consumption of different amino acid

mixtures containing isoleucine, leucine, valine and/or

threonine, lysine and whey protein supplemented with 25 g

carbohydrates(32). A higher GLP-1 response was found by one

study after the consumption of whey protein than after that of

casein(14). Thus, as hypothesised, the lower BP levels observed

after the ingestion of the pea-protein meal compared with the

levels observed after the ingestion of the egg-white-protein

meal was accompanied by higher NOx, insulin, glucagon and

GLP-1 responses. However, the lower BP response and higher

insulin, glucagon and GLP-1 responses observed after the inges-

tion of the milk-protein meal compared with the responses

observed after the ingestion of the egg-white-protein meal

were not accompanied by higher plasma NOx concentrations.

Therefore, lower postprandial BP levels and higher concen-

trations of serum insulin and plasma glucagon and GLP-1 are

not always accompanied by higher plasma NOx concentrations.

When comparing maltodextrin and sucrose, we found

significantly lower BP levels after the ingestion of the malto-

dextrin meal. It has previously been suggested that this may

be due to the fructose content of sucrose, but a recent meta-

analysis has found no significant effect of prolonged fructose

intake on BP in human trials(33). We hypothesised that the

lower BP levels could be due to a higher NOx response.

Indeed, we found significantly higher NOx concentrations

after the ingestion of the maltodextrin meal, but only at 2 h.

We did not find significant changes in TPR, CO and HR after

the ingestion of either carbohydrate. An acute study in healthy

subjects found a higher BP increase after fructose consump-

tion than after glucose consumption(19). In contrast to the

present study, this study also reported a greater decrease in

TPR and a greater increase in CO after glucose consump-

tion(19). A study in healthy elderly subjects (65–78 years)

reported that the decrease in SBP, DBP and MAP was similar

1 h after the consumption of a beverage containing 50 g glu-

cose compared with that observed after the consumption of

a beverage containing sucrose(34). Another study comparing

a glucose drink with a glucose–fructose drink (45 g glucose

and 55 g fructose) only found a higher HR after the consump-

tion of the glucose–fructose drink, with no differences being

detected in BP, PWV and nitrite:nitrate in 90 min AUC(35). The

higher insulin and GLP-1 responses induced by the higher glu-

cose content of maltodextrin in combination with the higher

NOx response compared with the responses observed after

the ingestion of the sucrose meal support our second hypoth-

esis that NOx may be induced by these hormones. Others have

also reported higher insulin responses after the consumption

of glucose than after that of fructose(36–38), while GLP-1 con-

centrations have been found either to be higher(36) or to not

differ(38). However, the time points at which the differences

in insulin and GLP-1 responses were observed in the present

study were not completely in agreement with our hypothesis,

as the concentrations of both hormones were highest after 1 h,

while NOx concentrations were higher at 2 h. The AIx was sig-

nificantly lower after the ingestion of the maltodextrin meal

than after that of the sucrose meal at 2 h, which may be due

to the higher insulin response(26).

When comparing BP responses to the ingestion of the pro-

tein mix and maltodextrin, we did find lower BP levels at 1 h

after the ingestion of the maltodextrin meal, as we found in the

PROPRES study(7). In contrast to the PROPRES study, in which

both the carbohydrate and protein meals induced a decrease

in BP, the protein meals induced no change or an increase

in BP in the present study. However, in the present study, pro-

teins and maltodextrin were tested separately, while in the

PROPRES study both were consumed with a mixed meal(7).

We hypothesised that lower postprandial BP levels would be

accompanied by a higher NOx concentration, which decreases

TPR by inducing vasodilation. The NOx response was higher

after the ingestion of the protein mix meal, which could

have contributed to the decrease in TPR. The reduction in

TPR induced by the protein mix was accompanied by

increases in HR and CO, which may explain why BP was

not significantly affected by the protein mix. Despite these sig-

nificant haemodynamic changes after the ingestion of the pro-

tein mix meal, we did not find significant differences in TPR,

CO and HR responses to the ingestion of the protein mix

and maltodextrin meals, while we did find a difference in

TPR responses in the PROPRES study(7). It may be that the

energy content of the test meals used in the present study

was not high enough to detect differences in TPR responses

to the ingestion of the test meals. As maltodextrin did not

induce a significant change in CO or TPR, it is not clear
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from our data why BP was reduced after the ingestion of the

maltodextrin meal.

Our second hypothesis was that higher NOx responses might

be accompanied by increased concentrations of insulin, GLP-1

and glucagon, as these hormones may induce their vasoactive

properties via NO-dependent vasodilation(9,10,17). In accord-

ance with this, the higher NOx response observed after the

ingestion of the protein mix meal was accompanied by higher

GLP-1 and glucagon responses. GLP-1 responses observed

after the ingestion of dietary proteins have been reported to

be either higher than(38) or similar to(39,40) those observed

after the ingestion of carbohydrates. However, the study carried

out by Li et al.(40) measured GLP-1 responses only once after

36 min, while in the present study the difference in GLP-1

responses was detected after 120 min. Karamanlis et al.(39) did

measure responses at 180 min, but their study may have been

underpowered to detect differences in GLP-1 responses,

because it included only nine subjects. The higher glucagon

response observed after protein consumption was expected,

because the maltodextrin-stimulated insulin increase would

inhibit glucagon release to maintain glucose homeostasis,

while dietary protein is known to be a stimulus for glucagon

release(11). In addition, arginine, which was present in the pro-

tein mix, could also have contributed to the higher NOx

response after protein consumption(8). In our previous study,

we had hypothesised that the increase in insulin response

after maltodextrin intake could have induced the decrease in

BP after maltodextrin intake(7). In the present study, however,

we found no maltodextrin-induced changes in TPR or NOx

responses to support this hypothesis. In addition, no differences

were observed in the AIx and ACE activity responses to the

ingestion of the maltodextrin and protein mix meals. Therefore,

the mechanisms involved in the decrease of BP after maltodex-

trin consumption remain unknown.

The increased or unchanged BP levels observed after

protein consumption in the present study contradict the

BP-lowering effect after long-term consumption of dietary

proteins that has been reported in many studies(1,2). However,

the PROPRES study has already demonstrated that postpran-

dial responses are not necessarily similar to the effects of

long-term consumption(7). High-carbohydrate diets could

increase BP in the long term via insulin-induced Na retention,

because insulin reduces hyperglycaemia-induced Na

excretion(41). As we included only participants with fasting

glucose levels ,7 mmol/l, it is unlikely that this mechanism

plays a role in the subjects of the present study. Supporting

this, we found no differences in Na excretion in urine samples

collected after each test (data not shown). Postprandial

responses cannot be directly extrapolated to the effects of

chronic protein consumption. Therefore, long-term studies

are necessary to determine which protein source could be

most beneficial in BP management.

In conclusion, we found no significant differences in TPR

responses after the ingestion of the six meals. Higher BP

responses were found after the ingestion of the egg-white-

protein meal than after that of the pea- and milk-protein

meals and lower BP after the ingestion of the maltodextrin

meal than after that of the protein mix and sucrose meals.

However, larger postprandial reductions in BP after the inges-

tion of different meals are not necessarily accompanied by

higher increases in NOx concentrations. This is not surprising

as BP is regulated by many factors not by NO only. We also

found that higher postprandial NOx responses were not

necessarily accompanied by higher insulin, glucagon and

GLP-1 concentrations. Mechanisms through which different

proteins and carbohydrates acutely affect TPR and BP

remain unclear. These data reveal that different protein and

carbohydrate sources can induce different postprandial BP-

related responses and thus effects of chronic consumption

may also differ between different protein sources.
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Käfer, Frank Engel, Floor van den Brand and Imco Janssen

for their work on the test days and on the finalisation of the

data set. They also thank Jos op’t Roodt for sharing his exper-

tise on the different measurements.

The present study was funded by the Top Institute Food

and Nutrition (project no. A-1003), Wageningen, The Nether-

lands. Top Institute Food and Nutrition is a public–private

partnership of science, industry and government conducting

strategic research in food and nutrition (http://www.tifn.nl).

Top Institute Food and Nutrition had no role in the design

and analysis of the study or in the writing of this article.

The authors’ contributions are as follows: J. D., M. A. v. B.,

E. J. B., J. M. G., P. W. d. L. and S. J. L. B. designed the study;

J. D., K. F. M. T.-B., and M. A. v. B. conducted the study; K. F.

M. T.-B., M. A. v. B. and J. S. analysed the data; K. F. M. T.-B.,

M. A. v. B., J. D., E. J. B., J. M. G., P. W. d. L., S. J. L. B. and

J. S. wrote the article; M. A. v. B. had primary responsibility

for the final content. All authors read and approved the final

manuscript.

None of the authors has any conflicts of interest to declare.

References

1. Rebholz CM, Friedman EE, Powers LJ, et al. (2012) Dietary
protein intake and blood pressure: a meta-analysis of ran-
domized controlled trials. Am J Epidemiol 176, Suppl. 7,
S27–S43.

2. Tielemans SM, Altorf-van der Kuil W, Engberink MF, et al.
(2013) Intake of total protein, plant protein and animal
protein in relation to blood pressure: a meta-analysis of
observational and intervention studies. J Hum Hypertens
27, 564–571.

3. Teunissen-Beekman KF & van Baak MA (2013) The role
of dietary protein in blood pressure regulation. Curr Opin
Lipidol 24, 65–70.

4. Dong JY, Tong X, Wu ZW, et al. (2011) Effect of soya protein
on blood pressure: a meta-analysis of randomised controlled
trials. Br J Nutr 106, 317–326.

5. Pal S & Ellis V (2011) Acute effects of whey protein isolate on
blood pressure, vascular function and inflammatory markers
in overweight postmenopausal women. Br J Nutr 105,
1512–1519.

Postprandial blood pressure-related responses 607

B
ri
ti
sh

Jo
u
rn
al

o
f
N
u
tr
it
io
n

https://www.cambridge.org/core/terms. https://doi.org/10.1017/S0007114514001251
Downloaded from https://www.cambridge.org/core. Rijksuniversiteit Groningen, on 08 Nov 2018 at 11:23:04, subject to the Cambridge Core terms of use, available at

https://www.cambridge.org/core/terms
https://doi.org/10.1017/S0007114514001251
https://www.cambridge.org/core


6. Teunissen-Beekman KF, Dopheide J, Geleijnse JM, et al.
(2012) Protein supplementation lowers blood pressure in
overweight adults: effect of dietary proteins on blood press-
ure (PROPRES), a randomized trial. Am J Clin Nutr 95,
966–971.

7. Teunissen-Beekman KF, Dopheide J, Geleijnse JM, et al.
(2013) Blood pressure decreases more after high-
carbohydrate meals than after high-protein meals in
overweight adults with elevated blood pressure, but there
is no difference after 4 weeks of consuming a carbo-
hydrate-rich or protein-rich diet. J Nutr 143, 424–429.

8. Bode-Boger SM, Boger RH, Galland A, et al. (1998)
L-Arginine-induced vasodilation in healthy humans:
pharmacokinetic–pharmacodynamic relationship. Br J Clin
Pharmacol 46, 489–497.

9. Wang B, Ni Y, Zhong J, et al. (2012) Effects of incretins on
blood pressure: a promising therapy for type 2 diabetes
mellitus with hypertension. J Diabetes 4, 22–29.

10. Scherrer U & Sartori C (1997) Insulin as a vascular and sym-
pathoexcitatory hormone: implications for blood pressure
regulation, insulin sensitivity, and cardiovascular morbidity.
Circulation 96, 4104–4113.

11. Claessens M, Calame W, Siemensma AD, et al. (2009) The
effect of different protein hydrolysate/carbohydrate mixtures
on postprandial glucagon and insulin responses in healthy
subjects. Eur J Clin Nutr 63, 48–56.

12. Gannon MC & Nuttall FQ (2010) Amino acid ingestion and
glucose metabolism – a review. IUBMB Life 62, 660–668.

13. van Loon LJ, Saris WH, Verhagen H, et al. (2000) Plasma
insulin responses after ingestion of different amino acid or
protein mixtures with carbohydrate. Am J Clin Nutr 72,
96–105.

14. Hall WL, Millward DJ, Long SJ, et al. (2003) Casein and whey
exert different effects on plasma amino acid profiles, gastro-
intestinal hormone secretion and appetite. Br J Nutr 89,
239–248.

15. Farah AE (1983) Glucagon and the circulation. Pharmacol
Rev 35, 181–217.

16. Ding Y, Vaziri ND, Coulson R, et al. (2000) Effects of simu-
lated hyperglycemia, insulin, and glucagon on endothelial
nitric oxide synthase expression. Am J Physiol Endocrinol
Metab 279, E11–E17.

17. Farghali H, Hodis J, Kutinova-Canova N, et al. (2008)
Glucose release as a response to glucagon in rat hepatocyte
culture: involvement of NO signaling. Physiol Res 57,
569–575.

18. Altorf-van der Kuil W, Engberink MF, Brink EJ, et al. (2010)
Dietary protein and blood pressure: a systematic review.
PLOS ONE 5, e12102.

19. Brown CM, Dulloo AG, Yepuri G, et al. (2008) Fructose
ingestion acutely elevates blood pressure in healthy young
humans. Am J Physiol Regul Integr Comp Physiol 294,
R730–R737.

20. O’Brien E, Mee F, Atkins N, et al. (1991) Accuracy of the
SpaceLabs 90207 determined by the British Hypertension
Society protocol. J Hypertens 9, 573–574.

21. Azabji Kenfack M, Lador F, Licker M, et al. (2004) Cardiac
output by Modelflow method from intra-arterial and finger-
tip pulse pressure profiles. Clin Sci (Lond) 106, 365–369.

22. Appeldoorn MM, Venema DP, Peters TH, et al. (2009) Some
phenolic compounds increase the nitric oxide level in endo-
thelial cells in vitro. J Agric Food Chem 57, 7693–7699.

23. Qin LQ, Xu JY, Dong JY, et al. (2013) Lactotripeptides intake
and blood pressure management: a meta-analysis of ran-
domised controlled clinical trials. Nutr Metab Cardiovasc
Dis 23, 395–402.

24. Trovati M, Doronzo G, Barale C, et al. (2014) Leptin and
vascular smooth muscle cells. Curr Pharm Des 20, 625–634.

25. Li X, Bazer FW, Gao H, et al. (2009) Amino acids and
gaseous signaling. Amino Acids 37, 65–78.

26. Westerbacka J, Wilkinson I, Cockcroft J, et al. (1999) Dimin-
ished wave reflection in the aorta. A novel physiological
action of insulin on large blood vessels. Hypertension 33,
1118–1122.

27. Funada J, Takata Y, Hashida H, et al. (2010) Dysfunctional
central hemodynamic regulation after daily meal intake in
metabolic syndrome. Atherosclerosis 210, 268–273.

28. Morifuji M, Ishizaka M, Baba S, et al. (2010) Comparison of
different sources and degrees of hydrolysis of dietary pro-
tein: effect on plasma amino acids, dipeptides, and insulin
responses in human subjects. J Agric Food Chem 58,
8788–8797.

29. Anderson GH, Tecimer SN, Shah D, et al. (2004) Protein
source, quantity, and time of consumption determine the
effect of proteins on short-term food intake in young men.
J Nutr 134, 3011–3015.

30. Pal S & Ellis V (2010) The acute effects of four protein meals
on insulin, glucose, appetite and energy intake in lean men.
Br J Nutr 104, 1241–1248.

31. Nilsson M, Stenberg M, Frid AH, et al. (2004) Glycemia and
insulinemia in healthy subjects after lactose-equivalent meals
of milk and other food proteins: the role of plasma amino
acids and incretins. Am J Clin Nutr 80, 1246–1253.

32. Nilsson M, Holst JJ & Bjorck IM (2007) Metabolic effects of
amino acid mixtures and whey protein in healthy subjects:
studies using glucose-equivalent drinks. Am J Clin Nutr 85,
996–1004.

33. Ha V, Sievenpiper JL, de Souza RJ, et al. (2012) Effect of
fructose on blood pressure: a systematic review and meta-
analysis of controlled feeding trials. Hypertension 59,
787–795.

34. Visvanathan R, Chen R, Garcia M, et al. (2005) The effects of
drinks made from simple sugars on blood pressure in
healthy older people. Br J Nutr 93, 575–579.

35. Bidwell AJ, Holmstrup ME, Doyle RP, et al. (2010)
Assessment of endothelial function and blood metabolite
status following acute ingestion of a fructose-containing
beverage. Acta Physiol (Oxf) 200, 35–43.

36. Kong MF, Chapman I, Goble E, et al. (1999) Effects of oral
fructose and glucose on plasma GLP-1 and appetite in
normal subjects. Peptides 20, 545–551.

37. Stanhope KL, Griffen SC, Bair BR, et al. (2008) Twenty-four-
hour endocrine and metabolic profiles following
consumption of high-fructose corn syrup-, sucrose-,
fructose-, and glucose-sweetened beverages with meals.
Am J Clin Nutr 87, 1194–1203.

38. Bowen J, Noakes M & Clifton PM (2007) Appetite hormones
and energy intake in obese men after consumption of fruc-
tose, glucose and whey protein beverages. Int J Obes
(Lond) 31, 1696–1703.

39. Karamanlis A, Chaikomin R, Doran S, et al. (2007) Effects of
protein on glycemic and incretin responses and gastric emp-
tying after oral glucose in healthy subjects. Am J Clin Nutr
86, 1364–1368.

40. Li J, An R, Zhang Y, et al. (2012) Correlations of macro-
nutrient-induced functional magnetic resonance imaging
signal changes in human brain and gut hormone responses.
Am J Clin Nutr 96, 275–282.

41. Brands MW & Manhiani MM (2012) Sodium-retaining effect
of insulin in diabetes. Am J Physiol Regul Integr Comp
Physiol 303, R1101–R1109.

K. F. M. Teunissen-Beekman et al.608

B
ri
ti
sh

Jo
u
rn
al

o
f
N
u
tr
it
io
n

https://www.cambridge.org/core/terms. https://doi.org/10.1017/S0007114514001251
Downloaded from https://www.cambridge.org/core. Rijksuniversiteit Groningen, on 08 Nov 2018 at 11:23:04, subject to the Cambridge Core terms of use, available at

https://www.cambridge.org/core/terms
https://doi.org/10.1017/S0007114514001251
https://www.cambridge.org/core

