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Background: Both, calorie restricted diets (CRD) and physical activity (PA) are conventional obesity therapies but their effectiveness is usually limited in the long-term. Polyphenols are bioactive compounds that have shown to possess some anti-obesity properties. The synergic effects between dietary polyphenols and CRD or PA on body weight and fat are supported by several animal studies, but evidence in human is still inconsistent. Thus, our aim was to review the combined effects of polyphenol supplementation with CRD and/or PA on body weight and fat, body mass index (BMI) and waist circumference (WC) in overweight or obese adults.

Methods: Electronic databases (PubMed, Web of Science and Cochrane CENTRAL) were searched for randomized clinical trials (RCT) examining the combination of polyphenols with CRD and/or PA (up to December 31st, 2019). Articles were included if they had a duration of intervention ≥ 4 weeks. Both, quality and risk of bias of the included studies were assessed using the Cochrane RoB2 Tool.

Results: The review included 4 and 11 RCTs investigating the anti-obesity effects of polyphenol supplementation combined with CRD and PA, respectively. Isoflavone supplementation may increase fat loss during exercise among post-menopausal women in non-Asian studies. In the rest of RCTs regarding polyphenol supplementation and CRD or PA, no additive changes were found.

Conclusion: The results do not yet support polyphenol supplementation as a complementary strategy for enhancing the effectiveness of CRD and PA on weight and fat loss. However, this review suggests that isoflavone and soy products combined with lifestyle changes, especially exercise, provide additional anti-obesity effects in postmenopausal women. The potential role of polyphenols alone or, especially, in addition to conventional therapies (CRD and PA) mostly remains uncertain; and therefore, larger and longer RCTs examining these effects are needed.

Protocol Registration: PROSPERO CRD42020159890.
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INTRODUCTION

Decreasing body weight and fat lead to ameliorate obesity-related comorbidities, including diabetes mellitus (1), dyslipidemia (1, 2), hypertension (3, 4), cardiovascular diseases, and overall mortality (4). Calorie restricted diets (CRD) and the increase of physical activity (PA) are the conventional strategies recommended for obesity management (5). Attempts to sustain weight loss with CRD (6) and PA programs (7) induce compensatory biological and behavioral responses that difficult the maintenance of the reduced body weight over the long-term and usually cause weight regain after ending the treatment. Given the limitations of both CRD and PA, pharmaceutical and surgical approaches have been added to improve obesity treatments. However, the safety of pharmaceutical treatments in the long-term remains questionable as they may cause side effects (8). Moreover, surgical procedures, such as bariatric surgery, are invasive, expensive, and have their own inherent risks, including weight regain (9). The World Health Organization reported in 2016 that more than 1.3 billion and 650 million worldwide adults were overweight and obese, respectively (10). Therefore, safe, effective and simple alternative strategies for weight loss beyond the conventional ones, are extremely needed and have become a current hot topic in clinical and public health research.

Polyphenols are bioactive compounds ubiquitously found in plant-based foods and beverages such as tea, coffee, wine, fruits, vegetables, whole-grain cereals, and cocoa (11). They comprise a large variety of chemical structures which are divided into four main classes: flavonoids, and phenolic acids, lignans and stilbenes (12). A growing body of research indicates that polyphenols may reduce or maintain body weight. Indeed, after 5 years of follow-up, a significantly inverse association between polyphenol intake and body weight among 573 participants was observed in the PREDIMED (Prevención con Dieta Mediterránea) study (13). In a cross sectional study on 2,734 female twins, higher habitual intake of polyphenols was associated with a lower fat mass (14). The relation between different classes of polyphenols and weight loss have also been supported by several systematic reviews and meta-analysis of randomized clinical trials (RCTs) (15–17). Nevertheless, they generally agreed that further and larger studies are still needed to clarify the role of polyphenols in body weight and fat loss.

Overweight and obesity is caused by an imbalance between energy intake and energy expenditure. Weight and body fat loss can be usually achieved by reducing energy intake (following a CRD) or increasing energy expenditure (following a PA program) (5). Fat oxidation is the main pathway affected by PA (18). The metabolism responds to the reduction of energy intake by decreasing energy expenditure and decreasing fat oxidation in order to promote energy storage (6). Energy restriction affects also the neuro-hormonal system by decreasing anorexigenic hormone (e.g., leptin) and increasing appetite and orexigenic hormone (e.g., ghrelin) (6). The limitations of PA are more related to behavioral responses such as changes in eating behavioral, poor compliance to exercise programs and increase of the sedentary activities (7). Moreover, a decrease of the resting metabolic rate occurs during PA (7). Involvement of polyphenols in weight loss has been proposed due to their anti-obesity properties, such as: (i) stimulating thermogenesis and energy expenditure (19); (ii) inhibiting adipocyte differentiation and growth (20); (iii) increasing lipolysis and inducing β-oxidation (21); and (iv) decreasing appetite (22). It seems that polyphenols may mimic the PA pathways and strengthen the CRD changes, which led us to hypothesize that their combination may increase negative energy balance, increase fat oxidation, and provide a greater weight and fat loss.

Several animal studies have shown greater weight-lowering effects by adding polyphenol supplements to conventional strategies (23–25), but results from human studies are still inconsistent (26–28). However, many factors could affect the discrepancies between animal and human studies, such as: differences in the metabolism and mechanism of actions of polyphenols between animals and humans (29), and difficulties in controlling the weight, CRD and PA programs, and polyphenol intake in free living humans.

Evidences from human studies have indicated that polyphenol effects are significantly stronger after at least one month of intervention (30). The aim of the present study was to perform a systematic review of RCTs for investigating the potential effects of dietary polyphenol supplementation in addition to CRD and/or PA on body weight and fat, body mass index (BMI) and waist circumference (WC) changes in adults with overweight and obesity. Results on the additional effects of polyphenol supplementation on other obesity-related parameters were also discussed.



MATERIALS AND METHODS


Search Strategy

The review was designed according to the PRISMA guidelines. Our study protocol was previously registered in the PROSPERO database (CRD42020159890). To identify the articles, we searched in the following databases: PubMed, Web of Science, Cochrane CENTRAL up to December 31st, 2019. The search strategy was performed using these keywords: (“polyphenol” OR “flavonoid”) AND (“diet” OR “exercise” OR “training”) AND (“obesity” OR “body weight” OR “body fat” OR “waist circumference” OR “energy expenditure”). Reference lists of included manuscripts and relevant reviews were examined for any additional studies not previously identified (Figure 1). Both authors (FL and RZ-R) independently performed the search and the screen of the articles, and disagreements were discussed until consensus was reached. The research was limited to English language.
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FIGURE 1. Study selection.




Study Selection and Data Extraction

Eligible RCTs were selected for this review if they met the following criteria: (i) included adults with BMI ≥ 25 kg/m2; (ii) had a minimum of two groups of intervention: lifestyle alone (CRD and/or PA) and, lifestyle plus polyphenol supplementation: CRD plus polyphenol (CRD-PP) and/or PA plus polyphenol (PA-PP); (iii) reported at least two measurements (baseline and post-intervention) for body weight, BMI, WC, or body fat for the two groups of intervention (CRD and/or PA with and without polyphenols). Studies were excluded if they applied the polyphenol intervention after the weight loss program, reported incomplete data regarding CRD or PA programs (e.g., healthy Thai or Mediterranean diet, or enhanced physical activity), and did not clearly report the polyphenol supplementation content. When two publications were identified from the same study, we included only the most completed one regarding the body composition parameters and extracted data from both if it was necessary.

Both authors (FL and RZ-R) independently extracted data on the study design, country, participant characteristics, protocol of CRD and/or PA, polyphenol supplementation, outcome measures (e.g., body weight, BMI, WC, or body fat). In case of a multi-arm RCT occurred, outcome data were extracted only for the CRD and/or PA intervention groups with and without polyphenol supplementation. In addition, we extracted data from these studies about the effects of polyphenols on other obesity-related outcomes. Based on the heterogeneity and the limited number of studies, data was only summarized in a descriptive manner and was not meta-analyzed. In order to facilitate the synthesis and interpretation of the results, we have divided the studies by the type of the lifestyle intervention (CRD or PA).



Risk of Bias in the Included Studies

The risk of bias of the included studies was independently assessed by both authors (FL and RZ-R) using the Cochrane RoB2 Tool (31). Disagreements were resolved by discussion until consensus was reached. Each domain was classified as low risk (fulfilling all criteria), medium risk (may have some issues that were likely to affect the conclusions), high risk (not fulfilling the criteria), and not available (insufficient details for judgment).




RESULTS

After screening of the eligible articles, 15 studies were included in this review. Four RCTs assessed the effects of polyphenol supplementation in addition to CRD (32–35), and 11 in addition to PA (26–28, 36–43). The reasons for the excluded articles are presented in Figure 1.


Characteristics of the Included Studies

Two of the 4 studies that combined CRD with polyphenols were carried out in Spain, one in the United States and the last in the Netherlands. The number of participants ranged from 46 to 83. The polyphenol supplementation was combined with low calorie diets (daily restriction ≥ 500 kcal) during 1 to 3 months. The polyphenol supplementation varied between 81 and 1,125 mg/day and consisted in cocoa extract (1.4 g/day), epigallocatechin-gallate capsule, fresh grapefruit (384 g/day) or grapefruit juice (381 g/day), or green tea capsule. The RCTs were conducted among healthy adults or subjects without main cardiometabolic chronic diseases. Detailed characteristics of the studies are presented in Table 1.


Table 1. Characteristics of the studies that combined calorie restricted diets with polyphenols.
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Three of the 11 studies that combined PA with polyphenols were carried out in Canada, three in Spain, two in Australia, one in United States, one in Iran and one in Brazil. The number of participants ranged from 33 to 107. The duration of the studies was between 3 and 24 months. Nine of the RCTs were done in healthy adults or without cardiometabolic chronic diseases. Only one RCT included subjects with insulin resistance (38), while another with non-alcoholic fatty liver disease (36). One Canadian RCT (40) combined an initial period of 6-months of isoflavone or placebo supplementation alone, with 6-months of isoflavone or placebo plus PA treatment. The effects of 40 to 100 mg/day of isoflavones provided by isoflavone capsules or soybean extract (Glycine max), were assessed by seven studies that recruited postmenopausal women only. Except one study that did not informed regard the isoflavones type, the others used an isoflavone mixture supplementation (genistein, daidzein, glycitein). Three of them administrated isoflavone supplementation rich in genistein (27, 37, 39), while other three, rich in daidzein (26, 28, 40). Three RCTs analyzed the effects of 300 to 625 mg/day of green tea catechins, while one investigated the effects of 500 mg/day of resveratrol. Participants of 8 studies completed an aerobic exercise or walking program, two a combined program of aerobic and resistance exercise, and one a resistance exercise program. Most of these studies applied a moderate-intensive PA program at heart rate between 60 and 75%, from 120 to 180 minutes/week. In addition to PA intervention, one RCT recommended to the participants to follow an energy-balanced diet (36). In one RCT, women were instructed to follow a 1,200 kcal/day diet (37). Also, two Spanish studies instructed their participants to adapt a Mediterranean diet pattern (27, 38). Detailed characteristics of the studies are presented in Table 2.


Table 2. Characteristics of the studies that combined physical activity with polyphenols.
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Effects of Polyphenols in Addition to Calorie Restricted Diets (CRD)

Body weight, BMI, WC, and body fat significantly decreased after both treatments: CRD and CRD-PP (Table 3). No differences were observed between both treatments (CRD vs. CRD-PP). A high dose of flavanols (1,125 mg/d) (35) did not provide greater results than lower doses (300 and 645 mg/d) (32, 33).


Table 3. Changes of the outcomes after the intervention with calorie restricted diets and polyphenols.

[image: Table 3]



Effects of Polyphenols in Addition to Physical Activity (PA)

Among the four studies that assessed the effects of isoflavone and reported data for body weight, the Canadian RCT (40) with 12 months of duration showed a significant weight loss after PA-PP treatment but not PA alone (Table 4). Additionally, a study that described the effects of isoflavone in different time-point and reported weight reduce at 6 and 12 months only in the group that received supplementation with isoflavone (data not shown) (38). Data regarding the effects of isoflavones on BMI were described by six RCTs. The Canadian RCT (40), revealed a BMI reduction only in the PA-PP group. Another Spanish RCT (27) with a 24-months duration showed a greater BMI decrease in the PA-PP compared to the PA group.


Table 4. Changes of the outcomes after the intervention with physical activity programs and polyphenols.
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Isoflavone supplementation plus PA treatment but not PA alone caused a statistically significant total body fat mass loss in two of the RCTs (27, 40). Moreover, one study reported trunk fat mass loss only in PA-PP group but not in PA alone (28). Higher doses of isoflavones (100 mg/day) did not provide any extra effects on body composition parameters (39). The additional effects of them on fat loss were greater among participants who followed a 120–150 min/week moderate-intensive aerobic exercise or aerobic plus resistance than those doing resistance exercise alone (39). Participants that walked one hour daily, received isoflavone supplementation and were instructed to follow a diet of 1,200 kcal/day, showed the same results as those to the control group (walk and diet).

One study that combined 180 min/week of intensive running with epigallocatechin gallate supplementation during three months did not show any additional change in body composition parameters (41). Two studies that administrated green tea capsule and beverage with small amount of caffeine, did not reported greater results for weight, BMI, WC, and total body fat (42, 43). Green tea catechins with smaller amount of caffeine plus PA (39 mg) caused significant abdominal fat reduce, but not PA treatment alone (43). Resveratrol intervention combined with 90 min/week of moderate-intensive exercise and with the recommendation to follow an energy balanced diet did not provide any additional effects on BMI, WC, body weight, and fat reduce.



Adverse Events of the Polyphenol Supplementation

Twelve of the fifteen selected studied informed about the adverse events due to polyphenols supplementation, while four did not do it (34, 40, 42). One case of hospitalization for high blood pressure was reported because of a supplementation with 500 ml/day of green tea (43). Seven participants that received 100 mg/day of isoflavones in a capsule, self-reported some slight discomforts in the gastrointestinal tract (39). No adverse events occurred in the rest of the RCTs.



Risk of Bias in the Included Studies

Standardized risk of bias assessment was conducted following these domains: (i) randomization process; (ii) deviation from the intended intervention; (iii) missing outcome data; iv) measurement of the outcome; and (v) selection of the reported studies (Table 5). Three of the RCTs presented a low risk of bias in the five domains (32, 33, 36). Statement of randomization was reported, but the randomization method and allocation concealment were not specified in seven studies (28, 35, 37, 38, 40, 41, 43). However, differences between groups at baseline on these studies did not suggest a major problem with the randomization process. In any case, their bias due to the randomization process was classified at medium risk. Six RCTs did not perform a double-blind design, thus did not fulfill the low risk criteria of deviation from the intended intervention (27, 34, 37, 38, 41, 42). Only seven studies were classified at low risk of missing outcome data (28, 32–34, 36, 42, 43). Six of the RCTs did not fulfill the same criteria, mainly for two reasons: (i) the high rate of drop-outs or loss of follow-up and; (ii) the lack of an adequate analysis method that correct this bias (27, 37–41). The bias of missing outcome data was not assessed in two studies due to the lack of relevant information for judgment (26, 35). All studies used objective standardized body composition measures and assessed them properly, thus they were free of bias regarding the measurement of the outcomes. Selection of the reported results bias was also evaluated at low risk for all included studies.


Table 5. Risk of bias in the included studies.
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DISCUSSION

In this review, we have summarized the additional effects of polyphenol supplementation on body weight, BMI, WC, and body fat changes when combined with CRD and PA in adults with overweight or obesity. Comparing CRD or PA intervention groups with vs. without polyphenols helped to understand how polyphenols affect the efficacy of the CRD or PA on body composition parameters. The types of polyphenol supplementation were; isoflavone capsule and soybean extract, cocoa extract, grapefruit, and grapefruit juice, epigallocatechin gallate capsule, green tea capsule, and beverage, and resveratrol capsule. Isoflavone supplementation showed some additional effects in weight and fat loss during PA in overweight or obese postmenopausal women in the non-Asian studies. No additional effects were indicated for other types of polyphenols during CRD or PA. In addition, these RCTs investigated the effects of polyphenol supplementation on several cardiometabolic parameters related to obesity, showing some protective results on insulin resistance and inflammation markers.

Complementing CRD with one to three months of polyphenol supplementation did not provide any additional effect on weight and fat loss in overweight and obese adults. The results are consistent with findings from a previous review (17), showing that three months could be insufficient to detect significant polyphenol anti-obesity effects. CRD triggers adaptive responses by declining energy expenditure, which may persist for at least one year after the weight loss (44). Studies that assessed the effects of polyphenols after diet-induced weight loss found a prevention of weight regain by polyphenols (45, 46). These findings suggest that polyphenols might be more effective after the dynamic phase of the CRD in order to favor weight maintenance rather than for reducing weight per se during the CRD.

In comparison with CRD, the efficacy of PA was increased in some studies when polyphenols were added. It is important to bear in mind that the number of studies that assessed the effects of isoflavones in this review was larger and had longer duration (6 to 24 months). Particularly, mixture isoflavone supplementation (genistein, daidzein, glycitein) enhances the effects of PA (aerobic plus resistance exercise) on body composition parameters. Indeed, a higher loss of body weight and fat after PA plus isoflavone was observed compared to PA alone, in postmenopausal women of non-Asian studies (27, 40). Although, the mean weight loss of 1.5 kg in the isoflavone group in one of the RCTs (26) was not statistically significant, it is important to underline that 1 kg of weight loss is associated with a 16% reduction in diabetes risk (47). Isoflavones are flavonoids found mostly in soy products and are known as phytooestrogene due to their anti- and estrogenic properties. Adipose tissue express estrogen receptors, therefore, phytoestrogens may affect body composition directly by binding these receptors (48), then inhibiting lipogenesis and increasing lipolysis (49). Similarly to our findings, in a previous meta-analysis of RCTs phytoestrogens alone (including isoflavones) showed a significant decrease in body weight in healthy postmenopausal women that received isoflavone mixture supplementations (50). A subsequent meta-analysis in 2019 provided higher effectiveness of overall soy products in pre-menopausal women and in overweight or obese Asian participants (15). However, one Japanese RCT, which assessed the effects of isoflavone together with PA in postmenopausal women with BMI <25 kg/m2, reported no additional influence of isoflavone in body weight and fat; although it increases the body mineral density (51). The last meta-analysis (15) did not analyze the interaction between soy components and body weight which could have provided more insights into the weight-reducing role of each soy components: isoflavones, protein and fiber (15). Soy protein and fiber may confound the effectiveness of isoflavone by increasing satiety (52). Actually, an earlier meta-analysis that performed separate analysis for soy and isoflavones found anti-obesity effect of soy but not for isoflavone (53). Overall, it is difficult to establish the role of isoflavone in weight and fat loss because there are relevant differences between reviews (15, 50, 53) regarding the population ethnicity, menopausal and health status, and type and dose of isoflavone supplementation. A part from weight and fat loss, isoflavone supplementation showed improvement in liver function (26), inflammation (27, 37), and glycemia in women with insulin resistance (38). Although, two of the studies reported some beneficial effects in the fat free mass (28, 40), the majority did not observe any modification (26, 27, 37–39). Blood pressure and lipid profile of healthy women were not affected by isoflavones. Actually, the cardio-protective potential of isoflavone is stronger in persons with established hypertension (54) or hypercholesteremia (55).

Cocoa and its products (e.g., chocolate) are food sources rich in flavanols (catechins and proanthocyanidins). The addition of 1.4 g/day of cocoa extract to CRD during one month did not affect weight and fat loss compared to CRD alone (32). From animal studies, it has been suggested that the equivalent dose to a daily amount of 54 g of cocoa powder in human is necessary to have beneficial effects against obesity (56). Additionally, data from a meta-analysis of human studies that included all forms of cocoa/chocolate products, demonstrated that the intake of 30 g/day during 4–8 weeks caused a significant decrease on weight and BMI (30). No additional effects of cocoa occurred in glucose and insulin levels, but beneficial effects were noticed in oxidation status (32). Ibero-Baraibar and coworkers (57) also assessed the effects of cocoa in depression and found a decline of depressive symptoms only in the cocoa group. This is actually an important finding that could be considered in future cocoa-obesity-related research, as depression and obesity have a bidirectional relationship (58).

To our knowledge, few human studies have investigated the implication of grapefruit polyphenols on body weight and fat. Fresh grapefruit (384 g/day) and grapefruit juice (381 g/day) that provided 81 and 119 mg/day of naringin (flavanones) respectively, did not modify the anti-obesity potential of CRD treatment (34). These results are also in accordance with a meta-analysis of three RCTs that reported no influence of grapefruit on body weight (59). The effectiveness of a grapefruit capsule, juice and fruit supplementation on weight has shown to be greater in participants with metabolic syndrome compare to healthy subjects (60). Although, 27% of the participants in Silver et al. (34) had metabolic syndrome, the authors did not separate the analysis by it. Very high doses of grapefruit capsule intake (1,500 mg/day) has shown to cause some adverse events, particularly, gastrointestinal discomfort (60). The safety of different forms of grapefruit polyphenols intake at high doses deserves further investigation. In the RCT by Silver et al. (34), grapefruit and grapefruit juice did not confer additional activity in body lean mass, glycemia and blood pressure (34); whereas higher concentrations in serum HDL-cholesterol after CRD-PP treatment compared to CRD alone were observed (34). The results of the selected studies in this review were not supportive for any extra anti-obesity effects of green tea polyphenols (catechins) during CRD treatment. Diepvens et al. (35) explained that a possible reason of the weak thermogenic properties of green tea during a CRD could be the state of reduced sympathetic activity (reduced noradrenaline release). Dulloo et al. (61) observed that in the absence of increased noradrenaline release from sympathetic nerves, catechins, caffeine, or catechins plus caffeine had only mild effects on the thermogenesis of adipose tissue cells. Another potential explanation of the null effects of green tea could be the ethnicity of the participants of this review. It has been suggested that green tea may have greater influence in Asian rather than non-Asian participants (62) due to the genetic difference in the catechol O-methyltransferase (COMT) enzyme (63).

Green tea catechins inhibit COMT that degrades norepinephrine, which prolongs the action of sympathetically released norepinephrine, a key mediator to increase energy expenditure and promote the oxidation of fat (63). Caffeine intake is a potential co-factor that should be considered when analyzing green tea activity. In the RCT of Diepvens et al. (35) that included high caffeine consumers, no changes were reported by green tea. Similarly, evidence from a previous study demonstrated a stronger influence of green tea in obesity among habitual low caffeine consumers (<300 mg/day) compared to high caffeine consumers (≥300 mg/day) (45). The administration of green tea catechins without caffeine could not affect the anthropometric measures (64). Actually, the supplementation with 300 mg/day of epigallocatechin-gallate, the most abundant catechin in green tea, did not provide additional weight and fat loss during CRD treatment (33). The intervention of three months with epigallocatechin-gallate during PA treatment, also, did not result in an additional reduction of weight and fat (41). A meta-analysis of Kapoor et al. (65) reported an increase in metabolic rate even at low doses (300 mg/day) and suggested that epigallocatechin-gallate is an important moderator in fat metabolism. Thus, the relation of epigallocatechin-gallate and body weight, merit prospective research, especially long-term clinical trials. Among the two studies that administrated green tea that contained small amount of caffeine, 60 mg/day (42) and 39 mg/day (43), only the second one (43) that included subjects with higher BMI (>30 kg/m2) reported significant abdominal fat loss in PA-PP group but not PA alone. These discrepancies in results indicate that effects of green tea might be more evident in subjects with higher BMI. Incorporating green tea catechins in conventional strategies (CRD and PA) did not change their effects in glycemia (33, 41, 42), blood pressure (35, 41), lipid profile (33, 41, 42), and anti-inflammatory components (leptin, adiponectin and C-reactive protein) (33, 41). However, green tea showed a significantly greater decrease of glucose in persons with glucose intolerance (41), and a higher decline of triglycerides among participants with high triglyceride levels before the intervention (43). Body lean mass was not affected by green tea during PA treatment (41, 42). One study also reported no influence in exercise performance by considering the changes of oxygen consumption peak (VO2) (42). It is suggested that the improvement of exercise performance by green tea could be attributed, at least partly, to muscle glycogen sparing due to the stimulation of whole-body fat utilization (66). Therefore, this approach have been followed in physically fit subjects and showing an increase of whole-body fat utilization (67).

Resveratrol is a stilbene present in the skin of grapes, blueberries, raspberries as well as wine that can improve the metabolic syndrome (68). Three months of supplementation with 500 mg/day of resveratrol did not enhance the anti-obesity potential of PA in participants with a mean BMI = 28.5 kg/m2 and non-alcoholic fatty liver disease (36). Contrary, the same dose and period of intervention provided a decrease on anthropometric measures among adults with higher BMI (mean = 34.6 kg/m2) and metabolic syndrome (69). Indeed, a meta-analysis in 2019 indicated significant reductions on body weight, BMI and WC in obese participants at higher risk of metabolic disorders using resveratrol doses <500 mg/day in periods longer than three months (70). However, these results (70) presented a large heterogeneity regarding dosage and duration. Thus, further studies with established doses are warranted for a better comprehension of the anti-obesity potential of resveratrol. Although, weight and fat loss did not reach statistically significance in the Faghihzadeh et al. (36) study, resveratrol supplementation with PA provided more beneficial effects in liver function and inflammation compared to PA alone. Indeed, the current evidence is mostly supportive for the potential liver and cardio-protective effects of resveratrol (68).



STRENGTH AND LIMITATIONS

Our review has some strengths. Firstly, this is the first review summarizing the additional effects of polyphenol supplementation in addition to a conventional obesity therapy (CRD and PA). Secondly, we did not restrict the study selection regarding the gender of participants, their health status, ethnicity, and type of polyphenol supplemented. We considered these differences during the interpretation of the results and a comprehensive understanding of the overall evidence was reached. However, some limitation should be also considered. The number of eligible and selected studies was small. Non-English studies were excluded, so we probably missed few studies, especially some Asian RCTs. Furthermore, the body composition parameters were not primary outcomes in all the included RCTs, and therefore, some data was missing. Due to incomplete data and the small number of studies, it was not feasible to perform a meta-analysis. Moreover, the included studies also presented some methodological drawbacks. Generally, they had a short duration, so the prolonged effects of polyphenols remain unclear. The small number of participants in most of the studies caused a low statistical power to identify significant differences. The compliance to polyphenol intake among the participants was uncertain in several of the studies. Only two RCTs (32, 39) measured it by plasma or urine metabolites, five RCTs counted the consumed containers (26, 34, 36, 42, 43) and eight did not report anything. Diet and PA outside the study protocol was not controlled in the majority of the RCTs. Moreover, some bias was detected regarding the randomization process, blindness and the missing outcome data bias. The methodological drawbacks should be considered by future researchers to minimize or avoid them.



CONCLUSIONS

Our review suggests that combining isoflavone (70–80 mg/day) or soya products with conventional strategies, especially exercise, have potential beneficial effects in obesity management, particularly, in postmenopausal women. Findings from this review also suggest that the effects of polyphenols in metabolic parameters might be stronger in patients with already cardiometabolic diseases. Based on the current evidence, the anti-obesity potential of CRD and PA was not improved by adding other types of polyphenols. There is some evidence suggesting that polyphenols may be more effective in weight maintenance rather than inducing weight loss. For a better understanding of the influence of polyphenol supplementation during CRD and PA on body composition, further clinical trials with larger number of participants, longer duration (>12 months) and considering different polyphenol classes, doses and forms of administration are needed. Moreover, new RCTs should also focus on investigating the plausible implicated pathways to obesity, such as energy expenditure, fat metabolism, and appetite.



DATA AVAILABILITY STATEMENT

The original contributions presented in the study are included in the article/supplementary materials, further inquiries can be directed to the corresponding author/s.



AUTHOR CONTRIBUTIONS

FL and RZ-R contributed to conception and design, screening of the article, data extraction and assessing the quality of the studies. FL wrote the first draft and RZ-R critically revised and edited the manuscript. Both authors read and approved the final manuscript.



FUNDING

This research was funded by the Instituto de Salud Carlos III through the grant PI18/00191 (Co-funded by European Regional Development Fund. ERDF, a way to build Europe). We thank CERCA Program/Generalitat de Catalunya for institutional support. RZ-R was supported by the Miguel Servet program (CP15/00100) from the Institute of Health Carlos III (Co-funded by the European Social Fund (ESF)—ESF investing in your future).



ABBREVIATIONS

RCT, randomized clinical trial; CRD, calorie restricted diet; PA, physical activity; CRD-PP, calorie restricted diet plus polyphenol supplementation; PA-PP, physical activity plus polyphenol supplementation; WC, waist circumference.



REFERENCES

 1. Swift DL, Houmard JA, Slentz CA, Kraus WE. Effects of aerobic training with and without weight loss on insulin sensitivity and lipids. PLoS ONE. (2018) 13:e0196637. doi: 10.1371/journal.pone.0196637

 2. Weiss EP, Albert SG, Reeds DN, Kress KS, Mcdaniel JL, Klein S, et al. Effects of matched weight loss from calorie restriction, exercise, or both on cardiovascular disease risk factors: a randomized intervention trial 1. Am J Clin Nutr. (2016) 104:576–86. doi: 10.3945/ajcn.116.131391

 3. Swift DL, Johannsen NM, Lavie CJ, Earnest CP, Blair SN, Church TS. Effects of clinically significant weight loss with exercise training on insulin resistance and cardiometabolic adaptations. Obesity. (2016) 24:812–9. doi: 10.1002/oby.21404

 4. Borrell LN, Samuel L. Body mass index categories and mortality risk in US adults: The effect of overweight and obesity on advancing death. Am J Public Health. (2014) 104:512–9. doi: 10.2105/AJPH.2013.301597

 5. Jensen MD, Ryan DH, Apovian CM, Ard JD, Comuzzie AG, Donato KA, et al. 2013 AHA/ACC/TOS guideline for the management of overweight and obesity in adults: a report of the American College of cardiology/American Heart Association task force on practice guidelines and the obesity society. Circulation. (2014) 129:S102. doi: 10.1161/01.cir.0000437739.71477.ee

 6. Greenway FL. Physiological adaptations to weight loss and factors favouring weight regain. Int J Obes. (2015) 39:1188–96. doi: 10.1038/ijo.2015.59

 7. King NA, Caudwell P, Hopkins M, Byrne NM, Colley R, Hills AP, et al. Metabolic and behavioral compensatory responses to exercise interventions: barriers to weight loss*. Obesity. (2007) 15:1373–83. doi: 10.1038/oby.2007.164

 8. Narayanaswami V, Dwoskin LP. Obesity: Current and potential pharmacotherapeutics and targets. Pharmacol Ther. (2017) 170:116–47. doi: 10.1016/j.pharmthera.2016.10.015

 9. Neff KJ, Olbers T, le Roux CW. Bariatric surgery: the challenges with candidate selection, individualizing treatment and clinical outcomes. BMC Med. (2013) 11:8. doi: 10.1186/1741-7015-11-8

 10. World Health Organization. Obesity and Overweight. (2016) Available online at: https://www.who.int/news-room/fact-sheets/detail/obesity-and-overweight [Accessed February 13, 2020]

 11. Zamora-Ros R, Guinó E, Henar Alonso M, Vidal C, Barenys M, Soriano A, et al. Dietary flavonoids, lignans and colorectal cancer prognosis. Sci Rep. (2015) 5:14148. doi: 10.1038/srep14148

 12. Zamora-Ros R, Touillaud M, Rothwell JA, Romieu I, Scalbert A. Measuring exposure to the polyphenol metabolome in observational epidemiologic studies: Current tools and applications and their limits. Am J Clin Nutr. (2014) 100:11–26. doi: 10.3945/ajcn.113.077743

 13. Guo X, Tresserra-Rimbau A, Estruch R, Martínez-González MA, Medina-Remón A, Fitó M, et al. Polyphenol levels are inversely correlated with body weight and obesity in an elderly population after 5 years of follow up (The randomised PREDIMED study). Nutrients. (2017) 9:452. doi: 10.3390/nu9050452

 14. Jennings A, MacGregor A, Spector T, Cassidy A. Higher dietary flavonoid intakes are associated with lower objectively measured body composition in women: Evidence from discordant monozygotic twins. Am J Clin Nutr. (2017) 105:626–34. doi: 10.3945/ajcn.116.144394

 15. Mu Y, Kou T, Wei B, Lu X, Liu J, Tian H, et al. Soy products ameliorate obesity-related anthropometric indicators in overweight or obese asian and non-menopausal women: A meta-analysis of randomized controlled trials. Nutrients. (2019) 11:2790. doi: 10.3390/nu11112790

 16. Gheflati A, Mohammadi M, Ramezani-Jolfaie N, Heidari Z, Salehi-Abargouei A, Nadjarzadeh A. Does pomegranate consumption affect weight and body composition? A systematic review and meta-analysis of randomized controlled clinical trials. Phyther Res. (2019) 33:1277–88. doi: 10.1002/ptr.6322

 17. Farhat G, Drummond S, Al-Dujaili EAS. Polyphenols and their role in obesity management: a systematic review of randomized clinical trials. Phyther Res. (2017) 31:1005–18. doi: 10.1002/ptr.5830

 18. Achten J, Jeukendrup AE. Optimizing fat oxidation through exercise and diet. Nutrition. (2004) 20:716–27. doi: 10.1016/j.nut.2004.04.005

 19. Dulloo AG, Duret C, Rohrer D, Girardier L, Mensi N, Fathi M, et al. Efficacy of a green tea extract rich in catechin polyphenols and caffeine in increasing 24-h energy expenditure and fat oxidation in humans. Am J Clin Nutr. (1999) 70:1040–5. doi: 10.1093/ajcn/70.6.1040

 20. Min SY, Yang H, Seo SG, Shin SH, Chung MY, Kim J, et al. Cocoa polyphenols suppress adipogenesis in vitro and obesity in vivo by targeting insulin receptor. Int J Obes. (2013) 37:584–92. doi: 10.1038/ijo.2012.85

 21. Rupasinghe HPV, Sekhon-Loodu S, Mantso T, Panayiotidis MI. Phytochemicals in regulating fatty acid β-oxidation: Potential underlying mechanisms and their involvement in obesity and weight loss. Pharmacol Ther. (2016) 165:153–63. doi: 10.1016/j.pharmthera.2016.06.005

 22. Boix-Castejón M, Herranz-López M, Pérez Gago A, Olivares-Vicente M, Caturla N, Roche E, et al. Hibiscus and lemon verbena polyphenols modulate appetite-related biomarkers in overweight subjects: A randomized controlled trial. Food Funct. (2018) 9:3173–84. doi: 10.1039/c8fo00367j

 23. Murase T, Haramizu S, Shimotoyodome A, Tokimitsu I. Reduction of diet-induced obesity by a combination of tea-catechin intake and regular swimming. Int J Obes. (2006) 30:561–8. doi: 10.1038/sj.ijo.0803135

 24. Lambert K, Hokayem M, Thomas C, Fabre O, Cassan C, Bourret A, et al. Combination of nutritional polyphenols supplementation with exercise training counteracts insulin resistance and improves endurance in high-fat diet-induced obese rats. Sci Rep. (2018) 8:2885. doi: 10.1038/s41598-018-21287-z

 25. Shimotoyodome A, Haramizu S, Inaba M, Murase T, Tokimitsu I. Exercise and green tea extract stimulate fat oxidation and prevent obesity in mice. Med Sci Sports Exerc. (2005) 37:1884–1892. doi: 10.1249/01.mss.0000178062.66981.a8

 26. Barsalani R, Riesco E, Lavoie JM, Dionne IJ. Effect of exercise training and isoflavones on hepatic steatosis in overweight postmenopausal women. Climacteric. (2013) 16:88–95. doi: 10.3109/13697137.2012.662251

 27. Llaneza P, González C, Fernández-Iñarrea J, Alonso A, Díaz F, Pérez-López FR. Soy isoflavones improve insulin sensitivity without changing serum leptin among postmenopausal women. Climacteric. (2012) 15:611–20. doi: 10.3109/13697137.2011.631062

 28. Choquette S, Riesco É, Cormier É, Dion T, Aubertin-Leheudre M, Dionne IJ. Effects of soya isoflavones and exercise on body composition and clinical risk factors of cardiovascular diseases in overweight postmenopausal women: A 6-month double-blind controlled trial. Br J Nutr. (2011) 105:1199–209. doi: 10.1017/S0007114510004897

 29. Natsume M, Osakabe N, Oyama M, Sasaki M, Baba S, Nakamura Y, et al. Structures of (-)-epicatechin glucuronide identified from plasma and urine after oral ingestion of (-)-epicatechin: differences between human and rat. Free Radic Biol Med. (2003) 34:840–9. doi: 10.1016/S0891-5849(02)01434-X

 30. Kord-Varkaneh H, Ghaedi E, Nazary-Vanani A, Mohammadi H, Shab-Bidar S. Does cocoa/dark chocolate supplementation have favorable effect on body weight, body mass index and waist circumference? A systematic review, meta-analysis and dose-response of randomized clinical trials. Crit Rev Food Sci Nutr. (2019) 59:2349–62. doi: 10.1080/10408398.2018.1451820

 31. Sterne JAC, Savović J, Page MJ, Elbers RG, Blencowe NS, Boutron I, et al. RoB 2: A revised tool for assessing risk of bias in randomised trials. BMJ. (2019) 366:4898. doi: 10.1136/bmj.l4898

 32. Ibero-Baraibar I, Abete I, Navas-Carretero S, Massis-Zaid A, Martinez JA, Zulet MA. Oxidised LDL levels decreases after the consumption of ready-to-eat meals supplemented with cocoa extract within a hypocaloric diet. Nutr Metab Cardiovasc Dis. (2014) 24:416–22. doi: 10.1016/j.numecd.2013.09.017

 33. Mielgo-Ayuso J, Barrenechea L, Alcorta P, Larrarte E, Margareto J, Labayen I. Effects of dietary supplementation with epigallocatechin-3-gallate on weight loss, energy homeostasis, cardiometabolic risk factors and liver function in obese women: randomised, double-blind, placebo-controlled clinical trial. Br J Nutr. (2014) 111:1263–71. doi: 10.1017/S0007114513003784

 34. Silver HJ, Dietrich MS, Niswender KD. Effects of grapefruit, grapefruit juice and water preloads on energy balance, weight loss, body composition, and cardiometabolic risk in free-living obese adults. Nutr Metab. (2011) 8:8. doi: 10.1186/1743-7075-8-8

 35. Diepvens K, Kovacs EMR, Nijs IMT, Vogels N, Westerterp-Plantenga MS. Effect of green tea on resting energy expenditure and substrate oxidation during weight loss in overweight females. Br J Nutr. (2005) 94:1026–34. doi: 10.1079/bjn20051580

 36. Faghihzadeh F, Adibi P, Rafiei R, Hekmatdoost A. Resveratrol supplementation improves inflammatory biomarkers in patients with nonalcoholic fatty liver disease. Nutr Res. (2014) 34:837–43. doi: 10.1016/j.nutres.2014.09.005

 37. Llaneza P, González C, Fernandez-Iñarrea J, Alonso A, Diaz F, Arnott I, et al. Soy isoflavones, diet and physical exercise modify serum cytokines in healthy obese postmenopausal women. Phytomedicine. (2011) 18:245–50. doi: 10.1016/j.phymed.2010.07.011

 38. Llaneza P, Gonzalez C, Fernandez-Iñarrea J, Alonso A, Diaz-Fernandez MJ, Arnott I, et al. Soy isoflavones, Mediterranean diet, and physical exercise in postmenopausal women with insulin resistance. Menopause. (2010) 17:372–8. doi: 10.1097/gme.0b013e3181ba56fa

 39. Orsatti FL, Aguiar E, Nahas P, Nahas-Neto J, Maesta N, Orsatti CL, et al. Clinical study effects of resistance training and soy isoflavone on body composition in postmenopausal women. Obstet Gynecol Int. (2010) 2010:156037. doi: 10.1155/2010/156037

 40. Aubertin-Leheudre M, Lord C, Khalil A, Dionne IJ. Effect of 6 months of exercise and isoflavone supplementation on clinical cardiovascular risk factors in obese postmenopausal women: A randomized, double-blind study. Menopause. (2007) 14:624–9. doi: 10.1097/gme.0b013e31802e426b

 41. Hill AM, Coates AM, Buckley JD, Ross R, Thielecke F, Howe PRC. Can EGCG reduce abdominal fat in obese subjects? J Am Coll Nutr. (2007) 26:396S−402S. doi: 10.1080/07315724.2007.10719628

 42. Gahreman D, Heydari M, Boutcher Y, Freund J, Boutcher S. The effect of green tea ingestion and interval sprinting exercise on the body composition of overweight males: a randomized trial. Nutrients. (2016) 8:510. doi: 10.3390/nu8080510

 43. Maki KC, Reeves MS, Farmer M, Yasunaga K, Matsuo N, Katsuragi Y, et al. Green tea catechin consumption enhances exercise-induced abdominal fat loss in overweight and obese adults. J Nutr. (2009) 139:264–70. doi: 10.3945/jn.108.098293

 44. Rosenbaum M, Leibel RL. Adaptive thermogenesis in humans. Int J Obes. (2010) 34:S47–S55. doi: 10.1038/ijo.2010.184

 45. Westerterp-Plantenga MS, Lejeune MPGM, Kovacs EMR. Body weight loss and weight maintenance in relation to habitual caffeine intake and green tea supplementation. Obes Res. (2005) 13:1195–204. doi: 10.1038/oby.2005.142

 46. Gilardini L, Pasqualinotto L, Di F, Risso P, Invitti C. Effects of Greenselect Phytosome® on weight maintenance after weight loss in obese women: A randomized placebo-controlled study. BMC Complement Altern Med. (2016) 16:233. doi: 10.1186/s12906-016-1214-x

 47. Hamman RF, Wing RR, Edelstein SL, Lachin JM, Bray GA, Delahanty L, et al. Effect of weight loss with lifestyle intervention on risk of diabetes. Diabetes Care. (2006) 29:2102–7. doi: 10.2337/dc06-0560

 48. Naaz A, Yellayi S, Zakroczymski MA, Bunick D, Doerge DR, Lubahn DB, et al. The soy isoflavone genistein decreases adipose deposition in mice. Endocrinology. (2003) 144:3315–20. doi: 10.1210/en.2003-0076

 49. Lovejoy JC, Champagne CM, De Jonge L, Xie H, Smith SR. Increased visceral fat and decreased energy expenditure during the menopausal transition. Int J Obes. (2008) 32:949–58. doi: 10.1038/ijo.2008.25

 50. Glisic M, Kastrati N, Musa J, Milic J, Asllanaj E, Portilla Fernandez E, et al. Phytoestrogen supplementation and body composition in postmenopausal women: A systematic review and meta-analysis of randomized controlled trials. Maturitas. (2018) 115:74–83. doi: 10.1016/j.maturitas.2018.06.012

 51. Wu J, Oka J, Tabata I, Higuchi M, Toda T, Fuku N, et al. Effects of isoflavone and exercise on BMD and Fat mass in postmenopausal japanese women: A 1-Year randomized placebo-controlled trial. J Bone Miner Res. (2006) 21:780–9. doi: 10.1359/jbmr.060208

 52. Aoyama T, Fukui K, Takamatsu K, Hashimoto Y, Yamamoto T. Soy protein isolate and its hydrolysate reduce body fat of dietary obese rats and genetically obese mice (yellow KK). Nutrition. (2000) 16:349–54. doi: 10.1016/S0899-9007(00)00230-6

 53. Akhlaghi M, Zare M, Nouripour F. Effect of soy and soy isoflavones on obesity-related anthropometric measures: a systematic review and meta-analysis of randomized controlled clinical trials. Adv Nutr An Int Rev J. (2017) 8:705–17. doi: 10.3945/an.117.015370

 54. Dan Ramdath D, Padhi EMT, Sarfaraz S, Renwick S, Duncan AM. Beyond the cholesterol-lowering effect of soy protein: a review of the effects of dietary soy and its constituents on risk factors for cardiovascular disease. Nutrients. (2017) 9:324. doi: 10.3390/nu9040324

 55. Tokede OA, Onabanjo TA, Yansane A, Gaziano JM, Djoussé L. Soya products and serum lipids: a meta-Analysis of randomised controlled trials. Br J Nutr. (2015) 114:831–43. doi: 10.1017/S0007114515002603

 56. Gu Y, Yu S, Lambert JD. Dietary cocoa ameliorates obesity-related inflammation in high fat-fed mice. Eur J Nutr. (2014) 53:149–58. doi: 10.1007/s00394-013-0510-1

 57. Ibero-Baraibar I, Perez-Cornago A, Ramirez MJ, Martínez JA, Zulet MA. An increase in plasma homovanillic acid with cocoa extract consumption is associated with the alleviation of depressive symptoms in overweight or obese adults on an energy restricted diet in a randomized controlled trial. J Nutr. (2015) 146:897S−904S. doi: 10.3945/jn.115.222828

 58. Pan A, Sun Q, Czernichow S, Kivimaki M, Okereke OI, Lucas M, et al. Bidirectional association between depression and obesity in middle-aged and older women. Int J Obes. (2012) 36:595–602. doi: 10.1038/ijo.2011.111

 59. Onakpoya I, O'Sullivan J, Heneghan C, Thompson M. The effect of grapefruits (Citrus paradisi) on body weight and cardiovascular risk factors: a systematic review and meta-analysis of randomized clinical trials. Crit Rev Food Sci Nutr. (2017) 57:602–12. doi: 10.1080/10408398.2014.901292

 60. Fujioka K, Greenway F, Sheard J, Ying Y. The effects of grapefruit on weight and insulin resistance: relationship to the metabolic syndrome. J Med Food. (2006) 9:49–54. doi: 10.1089/jmf.2006.9.49

 61. Dulloo AG, Seydoux J, Girardier L, Chantre P, Vandermander J. Green tea and thermogenesis: interactions between catechin-polyphenols, caffeine and sympathetic activity. Int J Obes. (2000) 24:252–8. doi: 10.1038/sj.ijo.0801101

 62. Akhlaghi M, Ghobadi S, Mohammad Hosseini M, Gholami Z, Mohammadian F. Flavanols are potential anti-obesity agents, a systematic review and meta-analysis of controlled clinical trials. Nutr Metab Cardiovasc Dis. (2018) 28:675–90. doi: 10.1016/j.numecd.2018.04.001

 63. Rains TM, Agarwal S, Maki KC. Antiobesity effects of green tea catechins: a mechanistic review. J Nutr Biochem. (2011) 22:1–7. doi: 10.1016/j.jnutbio.2010.06.006

 64. Phung OJ, Baker WL, Matthews LJ, Lanosa M, Thorne A, Coleman CI. Effect of green tea catechins with or without caffeine on anthropometric measures: a systematic review and meta-analysis. Am J Clin Nutr. (2010) 91:73–81. doi: 10.3945/ajcn.2009.28157

 65. Kapoor MP, Sugita M, Fukuzawa Y, Okubo T. Physiological effects of epigallocatechin-3-gallate (EGCG) on energy expenditure for prospective fat oxidation in humans: a systematic review and meta-analysis. J Nutr Biochem. (2017) 43:1–10. doi: 10.1016/j.jnutbio.2016.10.013

 66. Murase T, Haramizu S, Shimotoyodome A, Tokimitsu I, Hase T. Green tea extract improves running endurance in mice by stimulating lipid utilization during exercise. Am J Physiol - Regul Integr Comp Physiol. (2006) 290:R1550–R1556. doi: 10.1152/ajpregu.00752.2005

 67. Ichinose T, Nomura S, Someya Y, Akimoto S, Tachiyashiki K, Imaizumi K. Effect of endurance training supplemented with green tea extract on substrate metabolism during exercise in humans. Scand J Med Sci Sport. (2011) 21:598–605. doi: 10.1111/j.1600-0838.2009.01077.x

 68. Akbari M, Reza Tamtaji O, Lankarani KB, Tabrizi R, Dadgostar E, Haghighat N, et al. The effects of resveratrol on lipid profiles and liver enzymes in patients with metabolic syndrome and related disorders: a systematic review and meta-analysis of randomized controlled trials. Lipids Health Dis. (2020) 19:25. doi: 10.1186/s12944-020-1198-x

 69. Méndez-del Villar M, González-Ortiz M, Martínez-Abundis E, Pérez-Rubio KG, Lizárraga-Valdez R. Effect of resveratrol administration on metabolic syndrome, insulin sensitivity, and insulin secretion. Metab Syndr Relat Disord. (2014) 12:497–501. doi: 10.1089/met.2014.0082

 70. Mousavi SM, Milajerdi A, Sheikhi A, Kord-Varkaneh H, Feinle-Bisset C, Larijani B, et al. Resveratrol supplementation significantly influences obesity measures: a systematic review and dose–response meta-analysis of randomized controlled trials. Obes Rev. (2019) 20:487–98. doi: 10.1111/obr.12775

Conflict of Interest: The authors declare that the research was conducted in the absence of any commercial or financial relationships that could be construed as a potential conflict of interest.

Copyright © 2020 Llaha and Zamora-Ros. This is an open-access article distributed under the terms of the Creative Commons Attribution License (CC BY). The use, distribution or reproduction in other forums is permitted, provided the original author(s) and the copyright owner(s) are credited and that the original publication in this journal is cited, in accordance with accepted academic practice. No use, distribution or reproduction is permitted which does not comply with these terms.



OPS/images/fnut-07-00084-t004.jpg
References,  Body weight (kg) BMI (kg/m?) WC (cm) Body fat Other outcomes

Country Mean (SEM) Mean (SEM) Mean (SEM) Mean (SEM)
PA PA-PP PA PA-PP PA PA-PP PA PA-PP
Barsalani 03 -15 00 -08 -5.1" -66" -2.4" BF —25°BF < BLM, glucose, insulin, IR,
etal. (26) HDL, LDL.
| GGT, FLI (greater in PA-PP).
Lianeza 00 -26' 0.6 20 53BF —4.8"BF < leptin, CRP, BLM, HDL,
etal. (27) LDL, TG, TG,
| glucose, IR, TNF-a (greater
in PA-PP).
Choquete -08 -0.7 -03 -03 -55* -5.4% -10"BF ~1.7"BF < glucose, insuiin, IR, LDL,
etal. (26) —05TF -0.8'TF HOL, TC.
+ LMM only in PA-PP.
Llaneza -06 -10 -09 27 109BF% 35BF% < BLM, insuiin, IR, BP, HDL,
etal. (37) LDL, CRP, TNF-a.
+ adiponectin only in PA-PP.
Llaneza -09 -02 -06 0.2 -16 -01 -6.1BF% —-43BF% < BLM, HOL, LDL, TG, TG,
etal. (38) SBP, DBP.
L IR only in PA-PP.
Orsattiet al. 08BF 0.7 BF < body muscle mass.
@9 —06TF SRR
Aubertin- -10 -40° 00 -20° ~13BF —29"BF < glucose, insuiin, TC, LDL,
Leheudre —039A8 -19"AB HDL, TG, CRP.
etal. (40) L FEM/FM only in PA-PP
Hill et al. ~045 0.08 -0.16 003 ~2.69" -1.02" -08"BF —02"BF < BLM, glucose, leptin,
@1 ©027) ©021) ©0.1) (0.08) (0.55) 0.64) ©2) ©3) adiponectin, lipids, CRP, BP,
1 glucose in subjects with GI
(greater in PA-PP).
Gahreman -1.7 -16" -05" -06* —44 -33 —20"BF 23" BF < fat oxidation, BLM, RER,
etal. (42) —0.1"AB -02'AB HR, VO, glucose,
LDL, HDL, TG.
Maki et al. -1.0" -22¢ -35"BF% —52°BF% < LDL HDL, TC.{ TG
“3) -0.3AB% ~7.7°AB% (greater in PA-PP).
Faghihzadeh ~ —1.1* —09" 04" —0.4 -09" -13 < CRP, TNF-a, AST. | ALT,
etal. (36) IL-6 only in PA-PP.
| liver steatosis (greater
in PA-PP).

AB, abdominal fat mass (ke); AB%, abdominal fat percentage; ALT, alanine aminotransferase; AST, aspartate aminotransferase; BF; total body fat mass (kg); BF% total body fat
percentage; BLM, body lean mass; BMI, body mass index; B, blood pressure; CRR, C-reactive protein; DBR, diastolic blood pressure; FFM/FIM, fat free mass/fat mass ratio; FLI, fatty
liver index; HOL, high density lipoprotein cholesterol: HR, heart rate; GGT, g-glutamyltransferase; G, glucose intolerance; IL-6, interleukin-6; IR, insulin resistance; LDL, low density
ipoprotein cholesterol; LMM, leg muscle mass; PA, physical activity intervention group; PA-PR, physical activity plus polyphenal intervention group(s); REE, resting energy expenditure;
RER, respiratory energy rate; SBP, systolic blood pressure; SEM, standard error of the mean; TG, total cholesterol; TF; trunk fat mass (kg); TG, trigiycerides; TNF-a, tumor necrosis factor
alpha; WG, waist circumference;VO2, oxygen consumption peak.

“Significant changes within group (b < 0.05).

*+Mean changes i the indicated study are presented with their standard error of the mean.

1Significant increase within group (p < 0.05).

1Significant decrease within group (o < 0.05).

Not significant changes between groups (PA-PP vs. PA, p > 0.05)





OPS/images/fnut-07-00084-t005.jpg
References Randomization Deviations from Missing outcome Measurement of the Selection of the

process intended interventions data outcome reported results
Ioero-Baraibar et al. (32) L L L L L
Mielgo-Ayuso et al. (33) L L L L L
Silver et al. (34) L H L L L
Diepvens et al. (35) M L NA L L
Barsalani et al. (26) L L NA L L
Uaneza et al. (27) L H M (3 L
Choquete et al. (28) M L L L L
Ulaneza et al. (37) % H M L L
Ulaneza et al. (38) M H M L L
Orsatti et al. (39) L L H L L
Aubertin-Leheudre et al. (40) M L M L L
Hill etal. (41) M M M L L
Gahreman et al. (42) L M L L L
Maki et al. (43) M L L L L
Faghihzadeh et al. (36) L L L L L

L, low risk: M, medium risk (some concems); H, high risk: NA, no available information for judgment.





OPS/images/fnut-07-00084-t002.jpg
References,
Country

Barsalani et al.
(26) Canada

Llaneza et al.
(27) Spain

Choquete et al.
(28) Canada

Llaneza et al.
(87) Spain

Llaneza et al.
(39) Spain

Orsatti et al.
(89) Brazil

Aubertin-
Leheudre et al.
(40) Canada
Hilletal. (41)
Australia

Gahreman et al.
(42) Australia

Maki et al. (43)
Us

Faghihzadeh
etal. (36) Iran

Length
months

6

24

24

Age range
(mean/SD)

50-70

50-64
(66.7/35)

50-70
(88.7/5.3)
50-64
(68.0)

50-64
(66.2)

45-70

(66.2)

50-70

(68.0/5.0)

45-70

(26.00.7)*

2165 (48.0)

#5.2)

% of
females

100

100

100

100

100

100

30

N (PA/ PA-PP) BMI by groups
(mean/SD)

39 (21/18) PA: 29.75
(7.9315)
PA-PP: 30.29
(28.1-82.4)

65 (32/33) PA: 30.6/4.7
PA-PP: 30.5/4.2

34 (18/16) PA:29.1/3.9
PA-PP:30.2/35

70 (87/33) PA:85.2/4.78
PA-
PP:34.7/4.67

90 (44/46) PA: 30.7/4.67
PA-
PP: 20.6/4.23
33 (18/15) PA: 26.0/3.0
PA-PP: 30.3/4.7

39 (18/21) PA:30.0/2.0
PA-PP:30.0/5.0

38 (19/19) PA: 31.39/0.73+

PA-
PP: 30.65/0.59*

43 PA:28.67/0.78*
PA-
PP:29.04/1.28*

107 (51/56)  PA:32.2/05%
PA-PP:
325/05%

48 (24/24) PA: 28.75/3.5
PA-
PP: 28.35/3.49

Health
status

Healthy

Healthy

Healthy

Healthy

R

Healthy

Healthy

Healthy

Healthy

Healthy

NAFLD

PA Suppl PA-PP Suppl form:
polyphenol type
and dosage per day

Cellulose Capsule ~ Capsule: Isoflavone
70mg
(Daidzein 62.9%)

No Suppl Glycine max:
Isoflavone
80mg
(Genistein 76%)
No Suppl Capsule: Isoflavone
70mg
(Daicizein 62.9%)
No Suppl Glycine max:
Isoflavone
80mg
(Genistein 76%)
No Suppl Capsule:
Isoflavone 40mg

Lactose Capsule  Glycine max:
Isoflavone
100mg
(Genistein 50%)
Placebo Capsule  Capsule: Isoflavone
70mg
(Daicizein 62.9%)
Lactose Capsule  TEAVIGO: EGCG
300mg

Placebo Capsule  GT Capsule:
Catechins.
562.5mg (60mg CF)
Placebo Beverage  GT: Catechins
625mg (39mg CF)

Placebo Capsule  Capsule: Resveratrol
500mg

Physical
activity
protocol

3x60
min/week
AE+RE, M-Int

5x30
min/week
AE or walk

3x60
min/week
AE+RE, M-t
420 min/week
Walk daily

420 min/week
Walk daily

2x60
min/week
RE, M-Int

3x60
min/week
AE, M-int
3x60
min/week
Running, Int

3x30
min/week
AE, V-Int
3x60
min/week
M-Int
3x30
min/week
M-Int

AE, aerobic exercise; BMI, bodly mass index (kg/m?); CF, caffeine; EGCG, epigallocatechin-gallate; GT, green tea; Int, Intensive; IR, insuln resistance; N, number of participants in both
groups and (by groups); NAFLD, non-alcoholic fatty iver disease; M-Int, moderate-intensive; PA, physical activity intervention group; PA-PP, physical activity plus polyphenols intervention
group; RE, resistance exercise; SD, standard deviation; Suppl, supplementation; US, United States; V-Int, very-intensive.
*959% Confidence Intervel.
+Mean values with their standard error of the mean.
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Other outcomes

 glucose, insulin, LDL,
HDL, TG

1 oxLDL greater

in CRD-PP

© fat oxidation, glucose,
insulin, TC, HDL, LDL,
CRP, RMR, IR.

< appetite, glucose,
insulin, REE, RQ, IR, B,
TC, LDL, BLM.

 HDL greater in Gfj.

« REE, RQ, SBP,
DBP, HR.
+ appetite only in CRD-PP.

BF, total body fat mass (k); BF%, total body fat percentage; BLM, body lean mass; BMI, body mass index; BR, blood pressure; CRD, calorie restricted diet intervention group; CRD-
PR, calorie restricted plus polyphenol intervention group(s); CRP, C-reactive protein; DBP, diastolic blood pressure; Gf, grapefi; Gf, grapefruit uice; HOL, high density lipoprotein
cholesterol; HR, heart rate; IR, insulin resistance; LDL, low density lipoprotein cholesterol; oxLDL, oxidized low density lipoprotein cholesterol; REE, resting energy expenditure; RMR,
resting metabolic rate; RQ, respiratory quotient; SR, systolic blood pressure; SD, standard deviation; TC, total cholesterol; TF%, trunk fat percentage; WC, waist circumference.

*Significant changes within group (p < 0.05).
+Significant increase within group (o < 0.05).
1Significant decrease within group (o < 0.05).
Not significant changes between groups (CRD-PP vs CRD, p > 0.05).
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GT-Capsule
Catechins
1125 mg (225mg CF)

Diet protocol

LCD
15%"

LCD
600 Kcal*

LCD
12.5%"

LCD

BMI, body mass index (kg/m?); CF, caffeine; CRD, calorie restriction diet intervention group; CRD-PP, calorie restriction plus polyphenol intervention groups; EGCG, epigallocatechin-
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