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Antidiabetic effects of natural plant extracts via inhibition of
carbohydrate hydrolysis enzymes with emphasis on pancreatic
alpha amylase
Abstract
Importance of the field: The increasing prevalence of type 2 diabetes mellitus and the negative
clinical outcomes observed with the commercially available anti-diabetic drugs have led to the
investigation of new therapeutic approaches focused on controlling postprandrial glucose levels. The
use of carbohydrate digestive enzyme inhibitors from natural resources could be a possible strategy to
block dietary carbohydrate absorption with less adverse effects than synthetic drugs.
Areas covered in this review: This review covers the latest evidence regarding in vitro and in vivo
studies in relation to pancreatic alpha-amylase inhibitors of plant origin, and presents bioactive
compounds of phenolic nature that exhibit anti-amylase activity.
What the reader will gain: The state of the art of the search for new pancreatic alpha amylase
inhibitors of plant origin for the treatment of type 2 diabetes mellitus.
Take home message: Pancreatic alpha-amylase inhibitors from traditional plant extracts are a
promising tool for diabetes treatment. Many studies have confirmed the alpha-amylase inhibitory
activity of plants and their bioactive compounds in vitro, but few studies corroborate these findings in
rodents and very few in humans. Thus, despite some encouraging results, more research is required for
developing a valuable anti-diabetic therapy using pancreatic alpha-amylase inhibitors of plant origin.
Keywords: alpha-amylase; flavonoids; proanthocyanidins; tannins; type 2 diabetes mellitus
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1.

Introduction

Diabetes mellitus is one of the world´s major diseases, with an estimation of 347 million adults
affected in 2011 (1). Type 2 diabetes mellitus, by far the most common type, is a metabolic disorder of
multiple etiology characterized by carbohydrate, lipid and protein metabolic disorders that includes
defects in insulin secretion, almost always with a major contribution of insulin resistance (2). These
abnormalities could lead to lesions such as retinopathy, nephropathy, neuropathy, and angiopathy (3).
In this context, the inhibition of carbohydrate digestive enzymes is considered a therapeutic tool for the
treatment of type 2 diabetes (4). The most important digestive enzyme is pancreatic alpha-amylase (EC
3.2.1.1), a calcium metalloenzyme that catalyzes the hydrolysis of the alpha-1,4 glycosidic linkages of
the starch, amylose, amylopectin, glycogen, and various maltodextrins and is responsible of most of
starch digestion in humans. A second enzyme named alpha-glucosidase or maltase (EC 3.2.1.20)
catalyzes the final step of the digestive process of carbohydrates acting upon 1,4-alpha bonds and
giving as a result glucose (4).
A positive correlation between human pancreatic alpha-amylase (HPA) activity and the increase in
postprandial glucose levels has been shown, demonstrating the relevance of suppressing postprandial
hyperglycemia (PPHG) in the treatment of type 2 diabetes (5). The ability of the alpha-amylase
enzyme inhibitors to avoid dietary starch to be digested and absorbed in the organism has allowed to
designateing these compounds as starch blockers. However, only a mild pancreatic alpha-amylase
inhibition activity is recommended in order to prevent the abnormal bacterial fermentation of
undigested carbohydrates in the colon as a result of an excessive inhibition of this enzyme, which
results in flatulence and diarrhea (6). Currently, there are some antidiabetic drugs that act mainly by
inhibiting carbohydrate digestion and absorption. Acarbose (BAY g 5421) was the first alphaglucosidase inhibitor available for diabetes treatment. This inhibitor of microbial origin inhibits the
activities of alpha-amylase, sucrase and maltase. Voglibose is a newer alpha-glucosidase inhibitor of
bacterial origin that inhibits the activities of isomaltase, sucrase and maltase, whereas miglitol is a 1deoxynojirimycin derivative that strongly inhibits glucoamylase, sucrase and isomaltase activities (7,
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8). Although efficient in maintaining postprandial blood glucose levels under control in many
patients, the administration of these drugs is often associated to serious gastrointestinal adverse effects
(7). Moreover, the adverse clinical outcomes associated with the commercially available antihyperglycemic compounds are in one part responsible for the prevalent medication nonadherence that
occurs in diabetic patients (9). The prominent side effects of such drugs have driven for seeking
alternative therapies with less severe or no side effects. In this sense, herbal compounds appear to offer
gentler means of managing metabolic disorders and, since ancient times, have been used in traditional
medicine systems like Chinese, Indian ayurveda and Arabic unani (10). Therefore, evidence for a
putative beneficial effect of a wide range of medicinal plants exists in relation to type 2 diabetes
therapy (11). In addition to their effectiveness, herbal remedies seem to produce hardly adverse effects
and present an economical alternative to the oral synthetic hypoglycemic agents. In 1990, World
Health Organization (WHO) recommended that rigorous research on these plant beneficial effects
should be performed (12). In this sense, the present review summarizes the studies concerning the
alpha-amylase inhibitory activity of natural plants and their bioactive compounds that could be useful
in the treatment of diabetes. For this purpose, a quasi-systematic review was conducted using Medline
(PubMed) and ISI Web of Knowledge. Search terms included the combination of phrases like
“amylase inhibitor”, “antidiabetic properties” “plant extracts” “pancreatic amylase” and all recent
publications concerning pancreatic amylase (porcine and human) inhibitory activity of natural plant
extracts were incorporated.

2. Antidiabetic plants used in traditional medicine
There is increasing interest to report evidences about the efficacy and safety of specific herbs and
natural dietary supplements that have been used for treating diabetes in traditional medicine. In fact,
many of the currently available drugs have been directly or indirectly derived from plants.
Nevertheless, the evaluation of alpha-amylase inhibitory activity is not only limited to traditional herbs
(13-16) or spices (17, 18), but also to diverse food extracts (19, 20).
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Within the large number of plants have been used in traditional Chinese medicine for diabetes therapy
(21), some of them have been approved by the Chinese health regulatory agency for their commercial
use in China (22). That is the case of the total flavonoids from Polygonatum odoratum, that have been
reported to exert an anti-diabetic effect in streptozotocin (STZ)-induced diabetic mice and alloxaninduced diabetic rats by inhibiting alpha-amylase activity (23).
In Japan and Korea there is also an ancient tradition in the use of herbal therapies for the treatment of
diabetes , as has been demonstrated with the oral administration of the phlorotannins isolated from the
brown alga Ecklonia cava, particularly dieckol, in streptozotocin-induced diabetic mice (24). Also
different Malaysian and Indonesian plants traditionally used in the treatment of diabetes have been
analyzed in relation to their inhibitory effect on amylase, with Phyllanthus amarus hexane extract (25)
and Phyllanthus urinaria methanol extract (26) as the most promising.
In Ayurvedic Indian tradition, over 800 plants have been reported to be potential antidiabetic drug
sources (27). Some of them exert an inhibitory action on pancreatic alpha-amylase, such as some of the
126 extracts isolated from 17 Indian medicinal plants that were analyzed by Ponnusamy et al (28), who
concluded that isopropanol extracts from Linum usitatisumum, Morus alba and Ocimum tenuiflorum
were the most potent (≥50% inhibition). When the same research group studied 91 extracts isolated
from 11 Ayurvedic Indian medicinal plants, 10 of them (isolated from Curcuma longa, Cinnamonum
verum, Ficus bengalensis, Syzygium cumini, Bixa orellana, Murraya koenigii and Tribulus terrestris)
inhibited HPA (29). In other study that analyzed the effects of six ethnobotanical plants used to treat
diabetes in Ayurveda, Murraya koenigii and Ocimum tenuiflorum were identified as the best inhibitors
of pancreatic and glucosidase enzymes (30).
The traditional Arabic medicine is still practiced and may provide effective new compounds for
treating diabetes and other diseases, as the 69 plant species that are reported in a review concerning
diabetes treatment in Jordan (11). Some of these plants have been demonstrated to inhibit amylase and
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glucosidase activities in vitro and in vivo, including Geranium graveolens and Varthemia iphionoides
(31), Pistacia atlantica, Rheum ribes and Sarcopoterium spinosum (32).
In contrast to Chinese, Indian or Arabic living “great traditions”, in other parts of the world the
indigenous systems of medicine have become “little traditions ”(33). Despite that, some of the plants
used in Africa to treat diabetes are able to inhibit intestinal alpha-amylase and glucosidase activities,
such as Euclea undulata, Pteronia divaricata and Elaeodendron transvaalense (34) or Spondias
mombin (35).

3.

Pancreatic alpha amylase inhibitory activity in vitro

In the following section the potential pancreatic alpha- amylase inhibitory activity of the most
commonly used plants is mentioned. A summary of the plant extracts reported to display a pancreatic
alpha-amylase inhibitory activity is provided in tables 1 and 2.

3.1.

Olea europaea L. (Oleaceae)

Olea europaea L. (olive) is abundant in phenolic compounds, especially the leaves (36, 37) and the
extra virgin olive oil (VOO) whose beneficial properties are attributed in part to the phenolic fraction
(38). In fact, olive oil has been used for the treatment of diabetes since ancient times (37). Some of the
phenolic compounds occurring in olives could act by inhibiting carbohydrate-hydrolyzing enzymes. In
this sense, the in vitro pancreatic alpha-amylase inhibitory activity of olive leaves and their potential
hypoglycemic effect were evaluated by Komaki et al. (39), showing that the hot water extract (OWE)
and the ethanol extract (OEE) presented IC50 values against HPA of 70.2 mg/ml and 0.02 mg/ml,
respectively. When different doses of olive leaf powder and different quantities of the isolated
compounds were administered to GK/Jcl diabetic rats, a significant reduction in blood glucose levels
was observed (39). Moreover, a significant decrease in glycemic values was achieved after cooked rice
was given together with olive leaves to prediabetic volunteers, which was not observed in
normoglycemic subjects. With the aim of identifying the major antidiabetic compounds, the OEE was
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further studied and the IC50 values of luteolin glucosides (luteolin-7-O-β-glucoside and luteolin-4´-Oβ-glucoside) and oleanolic acid were determined (39). In addition, the inhibitory activity of
oleuropein´s aglycon moiety also showed a strong inhibitory capacity (IC50= 0.03 mg/ml). In another
trial conducted by Loizzo et al (40) pancreatic alpha-amylase inhibitory activity was detected in eight
extracts from virgin olive oil. However, in all cases, the effects on alpha-amylase were weaker than on
alpha-glucosidase enzyme.

3.2.

Castanea sativa Mill. (Fagaceae)

Different health benefits have been attributed to Castanea sativa (chestnut) intake, including a
preventive role in cardiovascular diseases and a reduction in the risk of type 2 diabetes mellitus and
metabolic syndrome (41). The positive effects achieved with increased chestnut consumption could be
associated to its high content in organic acids and phenolic compounds (42). Concerning the relevance
of chestnut for diabetes treatment, chesnut astringent skin (CAS) extract has been studied as an
amylase inhibitor (43). In this study, CAS was able to retard carbohydrate absorption and to reduce
PPHG in diabetic rats (GK/jcl) by specifically inhibiting alpha-amylase activity. Moreover, it was
suggested that polyphenols could be the main active compounds of the CAS extract. Thus in db/db
mice, this research group observed that CAS extract not only delayed carbohydrate absorption and
reduced PPHG by inhibiting the alpha-amylase enzyme, but also prevented the increase of body weight
and fat mass (44).

3.3.

Allium species: sativum, cepa, Akaka and porrum (Alliaceae)

The antidiabetic effects of Allium species (including garlic, A. sativum L. and onion, A. cepa L.) have
been repeatedly studied in vivo by many authors (45). In this sense, Nickavar and Yousefian (15)
reported alpha-amylase inhibitory potential of four Allium species (A. akaka, A. sativum, A. porrum
and A. cepa), which showed IC50 values of 16.74 mg/ml, 17.95 mg/ml, 15.73 mg/ml and 16.36 mg/ml,
respectively. In a recent study (46) the porcine pancreatic alpha- amylase (PPA) inhibitory activity of
the ethyl alcohol extract (EOS) of a Korean onion skin was determined (IC50 of > 3mg/ml) and
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compared to that of the major phenolic compound present in onion, quercetin, which showed an IC50
value of > 0.60 mg/ml. Nevertheless, both extracts were more effective in the inhibition of alphaglucosidase, especially sucrase, and the inhibitory potential was further confirmed in vivo, suggesting
the relevant contribution of Allium phenolic phytochemicals to achieve the anti-hyperglycemic effect.

3.4.

Salvia acetabulosa L. (Lamiaceae)

Various species of the genus Salvia (sages) have been used as folk medicine to treat diabetes- induced
hyperglycemia (47). The ability of nine plant species to inhibit carbohydrate digestive enzymes was
analyzed by Loizzo et al. (48), who reported that the methanol extract of S. acetabulosa contained 80
mg/ml of phenolic compounds and strongly inhibited PPA (IC50 value of 91.2 µg/ml). A weaker
activity was found in the n-hexane extract against the same enzyme (IC50= 212.0 µg/ml).

3.5.

Ocimum basilicum L. and Ocimum tenuiflorum L. (Lamiaceae)

Ocimum basilicum (basil) is a common culinary herb widely used in many traditional medicines.
Health beneficial effects include bactericidal, anti-inflammatory, antioxidative, antiulcer,
hypolipidemic, radiation protective and hypoglycemic (49, 50). In relation to the latter, different in
vitro studies have analyzed the PPA inhibitory activity of Ocimum basilicum extracts. Thus, aqueous
leaf extracts were reported to have a strong alpha-amylase inhibitory action with an IC50 value of 42.50
mg/ml (14). This inhibitory action was attributed to the high total polyphenol (146 mg catechin/g dry
extract) and flavonoid (44 rutin/g dry extract) content of the extract. In another trial (17), the PPA
inhibitory activity of aqueous and methanol extracts of different spices, including basil, was measured.
O. basilicum exerted 20% inhibition (1 mg dry spice/100µl of aqueous extract), with aqueous extract
being more effective than the methanolic one apparently due to its higher content in tannins.
Furthermore, the isopropanol extract of O. tenuiflorum L., a species of Ocimum commonly used in
Ayurveda, has been reported to produce a strong PPA inhibitory activity (53.4%) at a concentration of
0.0094 mg/ml. Alkaloids, tannins and flavonoids were identified in the extract as putative candidates
for this effect (28).
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3.6.

Theobroma cacao L. and Theobroma grandiflorum L. (Malvaceae)

Theobroma cacao L. (Cocoa tree) is a polyphenol-rich food that contains monomeric flavanols ((-)epicatechin and, in lower quantities, (+)-catechin, (+)- gallocatechin and (-)-epigallocatechin) which
are found in a 10% of the total content and oligomeric and polymeric C4β-C8 linked B type
procyanidins, as well as, anthocyanins and other flavanol glycosides, that could be found in a 90% of
the total content (51).There are numerous studies describing the health benefits of cocoa in animal
models, including antiobesity and antidiabetic actions (52, 53). The bioactive compounds occurring in
cocoa have been reported to reduce blood glucose levels (54). In an effort to elucidate whether cocoa
extracts and their procyanidins displayed an inhibitory action against carbohydrate digestive enzymes,
three cocoa extracts (from regular, lavado, and Dutch-processed cocoa powder) were analyzed (55)
and an inhibitory activity against alpha-amylase of 25, 20 and 10% was determined at a concentration
of 200 µg/ml for each extract. The inhibitory potential of cocoa procyanidins was observed to be
dependent on their degree of polymerization (DP), achieving higher inhibitory percentages (1745.5%) with higher DPs (DP= 5-10) and lower inhibition (< 15%) with smaller DPs (DP < 5). In other
study in which the in vitro alpha-amylase inhibitory activity of polyamide-purified phenolic extracts of
different Brazilian plants were analyzed, Theobroma grandiflorum, commonly known as cupuaçu,
exerted the most potent inhibition (2.5-9 times higher than other extracts) followed by cambuci fruit
and pana frozen pulp (56).

3.7.

Curcuma longa L. (Zingiberaceae)

The perennial herb Curcuma longa, commonly known as turmeric, is a medicinal plant widely
cultivated in tropical regions of Asia. Most of the studies have been focused on its major active
principle called curcumin and the yellow pigmented fraction of C. longa, which contains curcuminoids
chemically related to curcumin (57). In this context, the antihyperglycemic effects produced by these
compounds have been investigated (58) and the alpha-glucosidase inhibitory activity of curcuminoids
and their analogs have been remarked (59) as well as the inhibitory potential of the water-soluble
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protein fraction of turmeric rhizome (60). Isopropanol and acetone extracts of Curcuma longa L were
among the eleven Ayurvedic Indian medicinal plants that were recently screened for their pancreatic
alpha-amylase inhibitory activity (29), presenting an IC50 value of 0.16 µg/ml and 7.4 µg/ml,
respectively. Podocarpic acid, curlone and cinnamic acid were considered as the major compounds
within the isopropanol extract, whereas curlone, 3-cyano-7-hydroxyl-4-mehylcoumarin, and 5-amino2-hydroxybenzoic acid were suggested as the major compounds in the acetone extract.

3.8.

Cinnamomum verum Presl. and Cinnamomum cassia Nees (Lauraceae)

Cinnamon, ground from the bark of Cinnamomum verum, and C. cassia have been shown to present
blood glucose lowering properties in animal models and diabetic patients (61). Different active
constituents, such as the water-soluble polyphenol type-A polymers (62), cinnamaldehyde (63) and
cinnamic acid (64) have been reported as candidates for these effects. The extracts of several
Cinnamomum species have been reported to exert PPA inhibitory actions (65), including the leaves of
C. verum, whose isopropanol and acetone extracts, containing 1,2,3,4-tetrahydro-1,1,6-trimethyl
naphthalene, eugenol, and 4-acetoxycinnamic acid as major components, were observed to be the most
efficient (IC50 value of 1.0 µg/ml) compounds (29).

3.9.

Camellia sinensis (L.) Kuntze (Theaceae)

There are a great deal of publications on green, oolong, and black tea, but also on catechins and (-)epigallocatechin gallate (EGCG), the most abundant catechin in tea, in relation to their protective role
against cancer, obesity, diabetes, and cardiovascular diseases (66). Regarding diabetes, conflicting data
exist about hypoglycemic potential of different tea extracts (67). However, many authors have reported
not only a blood glucose lowering and insulin sensitizing effect of tea plant extracts (68-70), but also
of its bioactive compounds (71, 72) that have been evidenced to inhibit alpha-amylase enzyme activity.
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3.10. Vaccinium corymbosum L. (Ericaceae) and other berries
A relationship between berry phenolic phytochemicals and health beneficial effects has been
demonstrated (73). In this context, the antidiabetic effect of various members of Vaccinium species has
been reported (74). In some studies, the alpha-amylase inhibitory activity of berry extracts has been
proposed as a possible mode of action for the glycaemic control. Thus, fifteen blueberry cultivars of
Vaccinium corombosum (75) have shown in vitro alpha-amylase inhibitory activities ranging from 91.8
to 103.3 %, which correlates well with the total phenolic content of the cultivars (r= 0.85). In other
study, polyphenol-rich extracts of diverse berries were tested against alpha-amylase enzyme showing
that raspberries (Rubus idaeus) and rowanberries (Sorbus aucuparia) were the most effective ones
(IC50 values of 4.5 and 21.0 µg of gallic acid equivalent/ml). From the phytochemical analysis
performed in raspberry extracts, it was concluded that low levels of anthocyanins did not substantially
affect the amylase inhibitory activity, but high levels of ellagitannins (ET) did either brighten the
amylase inhibitory activity. In contrast, the amylase inhibitory activity of rowanberry extracts was
shown in the proanthocyanidins-rich fraction (76) supporting previous studies where
proanthocyanidins (PAs) were described as potent alpha-amylase inhibitors (77). Similar to these
findings, a study of McDougall et al., (78) described the strawberry and raspberry extracts as the most
potent alpha-amylase inhibitors and pointed out to a mixture of ETs and ellagic acids as the major
inhibitory compounds.

3.11. Aloe vera (L.) Burm.f. (Asphodeloideae)
Aloe vera has been used for many centuries due to its curative properties (79). Type 2 diabetes mellitus
and hyperlipidemia, for instance, have been orally treated by the administration of this plant (80).
However, reports regarding the in vivo antidiabetic effects of A. vera preparations are conflicting, with
several studies demonstrating blood glucose lowering effects (81) but other investigations achieving
different outcomes depending on the plant species, part of the plant (leaf pulp, leaf skin, leaf gel, leaf
juice), mode of preparation and the diabetic model used (82). Nevertheless, the results obtained in two
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nonrandomized clinical trials (n= 40 and n= 76) showed an improvement in fasting blood glucose
levels after 6 weeks of treatment with aloe gel juice (83, 84). In a recent study that investigated 126
extract derived from 17 plants (28), A. vera extract, especially the cold water and the cyclohexane
extracts, showed PPA inhibitory activity (23.3 and 15.8% of PPA inhibition at concentrations of 2.5
mg/ml and 2.4 mg/ml, respectively).

3.12. Origanum vulgare L. (Lamiaceae)
Origanum vulgare (oregano) has been used in traditional medicine systems of many countries, and its
properties have been attributed to the presence of different phenolic compounds (85), especially
rosmarinic (RA) and caffeic acids (86). Some of these polyphenols, such as flavonoids and
proanthocyanidins, have been described to possess amylase inhibitory activity, providing a chance to
control hyperglycemia in diabetes (87, 88). In this context, in a research work conducted by McCue
and Shetty (89), the PPA inhibitory activity of lemon balm, oregano extracts (containing 50% and 7%
of RA) and purified RA (97%) was analyzed. Curiously, the oregano-based extract (7% of RA)
showed an alpha-amylase inhibitory activity similar to that of the lemon balm extract, which contained
fairly higher content of RA. As a possible explanation, mechanistic synergies among different phenolic
compounds were hypothesized. In other study performed by the same group, eight of the eleven clonal
lines of oregano extracts analyzed were reported to display approximately 33% of PPA inhibition,
observing a positive relationship between some of the oregano extracts and their phenolic content.
However, RA, which was the major compound identified within all samples, was not reported to
correlate well with the anti-amylase activity of seven of the tested extracts (19).

3.13. Rosmarinus officinalis L. (Lamiaceae)
Rosmarinus officinalis (rosemary) is a spice Mediterranean plant with strong antioxidant activity (90)
that has been reported to possess antidiabetic properties (91). In this sense, rosemary clonal extracts
have been demonstrated to exert alpha-glucosidase inhibitory activity (92), although no alpha-amylase
inhibitory capacity was found in the same herb extracts. In contrast, in a recent study (17) that
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analyzed the pancreatic alpha-amylase inhibitory activity of different spice extracts, rosemary
aqueous extract exerted the most effective inhibitory activity (approximately 30%). In addition, the
aqueous extracts of Lamiaceae species in this study (rosemary, sage and basil) were the richest in
phenolic compounds.

3.14. Moringa oleifera (Moringaceae)
Moringa oleifera (Drumstick tree) is a tropical tree with many potential pharmacological actions
including the treatment of diabetes mellitus (93). In fact, aqueous extract from M. oleifera leaves have
been reported to reduce blood glucose levels in normolglycemic and diabetic rats (94). In a research
work in which the PPA inhibitory activities of 11 medicinal plants were measured, M. oleifera showed
a 16% of inhibitory activity (95).

3.15. Phaseolus vulgaris (Fabaceae)
Proteinaceous alpha-amylase inhibitors are especially abundant in common bean (Phaseolus vulgaris)
(96). From the three isoforms of alpha-amylase inhibitor (alpha-A1, alpha-A2 and alpha-A3) that have
been described in beans, the alpha-AI, which is found in the cotyledons and embryonic axes, are able
to inhibit HPA (97). Several in vitro studies have demonstrated the amylase inhibitory activity of
different compounds that, as phaseolamin (specific for animal alpha-amylases), have been isolated
from white kidney beans (98). In this context, the use of kidney bean extracts as alpha-amylase
inhibitors for obesity and diabetes treatment has been discussed in different reviews (99, 100) and a
great body of research has gone into the use of some extracts, specifically Phase 2®, which is a water
extract of P. vulgaris that is commercialized as a dietary supplement (97).

3.16. Triticum aestivum (Poaceae) and other cereals
Alpha- amylase inhibitors have been found in cereals including wheat (Triticum aestivum), barley
(Hordeum vulgareum), sorghum (Sorghum bicolor), rye (Secale cereal) and rice (Oriza sativa) (101).

13
Wheat (Triticum aestivum) amylase inhibitors which were isolated and characterized by Maeda et
al. (102), have been the most studied inhibitors within cereals (103). Interestingly, a higher inhibitory
activity has been reported for wheat amylase inhibitor against HPA compared to the white bean
amylase ones, which could be related to a larger carbohydrate malabsorption (104). Three families (60,
24 and 12 kDa) of wheat amylase inhibitors have been distinguished (105). The 0.19 amylase inhibitor,
a member of the 24 kDa family, has been extensively studied as an inhibitor of PPA, human saliva and
pancreas amylase enzyme (98, 106).

4. Phenolic phytochemicals
Phenolic compounds or polyphenols are secondary metabolites widespread in the plant kingdom and
found in diverse quantities in usually consumed fruits, vegetables, beverages and grains (107). These
numerous phenolic phytochemicals are classified depending on their ring structure and the number of
carbon atoms that substitute the ring. Phenolic structure of these compounds could chemically differ
from being simple molecules (e.g phenolic acids with a unique ring structure), presenting 2-3 phenolic
rings (biphenyls and flavonoids), or being polymers of 12-16 phenolic groups, such as
proanthocyanidins (PAs) (108).
Phenolic phytochemicals, apart from presenting several industrial applications, have been revealed to
exert health beneficial effects, especially in chronic-oxidation-linked disorders such as cardiovascular
disease, obesity and diabetes (109, 110). One of the mechanisms by which these compounds may
produce a blood glucose lowering response is their inhibitory effect on carbohydrate digestive
enzymes, particularly on alpha-glucosidases (especially sucrase and maltase) and pancreatic alphaamylase (89, 111) (see Table 3). Although some studies have reported an interesting alpha-amylase
inhibitory activity in addition to the most common alpha-glucosidase inhibitory effect (112, 113), it is
more common to find natural plants possessing stronger inhibitory activity against alpha-glucosidase
than on alpha-amylase, which could be attributed to the different phytochemicals present (72, 114120). In this sense, several studies have found a direct correlation between the amount of phenolic
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compounds in plant extracts and their capacity to inhibit carbohydrate digestive enzymes (19, 25,
89, 92, 112, 121). However, not always plant extracts with the highest phenolic content have been
demonstrated to exert the strongest inhibitory activity on alpha-amylase (122), which points out to the
importance of the nature of the different molecules and the interactions among them. Furthermore,
several studies have confirmed the relevance of the extraction method, finding differences in the
inhibitory yield of the tested extracts (4, 123-125).
4.1.

Flavonoids

Flavonoids are the most common group of polyphenolic compounds. They are present in considerable
quantities in common food products, spices, and beverages (107) and have been used since ancient
times to treat a great variety of human diseases including diabetes (126). Their structure consists of
two moieties: benzopyran (A and C rings) and phenyl (B ring) groups. Depending on the C ring type
and to the linkage between the benzopyran and phenyl groups, six groups of flavonoids have been
catergorized: flavones, flavonols, flavanones, isoflavones, flavanols (or flavan-3-ols), and
anthocyanidins (127).
Some of the mechanisms by which these compounds exert their antidiabetic effects have been reported
by Kim et al. (87). In this work, twenty-two flavonoids were evaluated for their inhibitory activity
against yeast alpha-glucosidase and PPA in vitro. Among all of them, isoflavones (genistein and
daidzein) and luteolin showed the lower IC50. Moreover, luteolin was more efficient than acarbose in
inhibiting alpha-amylase (IC50 of about 0.5mg/ml). In contrast, in another study conducted by Matsui
et al. (128) different results were elicited, concluding that the flavonoids they tested did not have
enough power to delay or inhibit the release of glucose in the gastrointestinal track. Tadera et al. (129)
investigated the inhibitory activity of six groups of flavonoids on digestive enzymes and observed the
relationship between the structures of the A, B and C rings with their inhibitory potential. Regarding
the inhibition of PPA, luteolin, myricetin and quercetin were the most powerful compounds, showing
IC50 values of 0.36, 0.38 and 0.50 mM, respectively. This study established a relationship between the
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inhibitory activity and the increasing number of hydroxyl groups on the B ring (Flavonols:
myrecetin > quercetin > kaempferol. Flavones: luteolin > apigenin). Nevertheless, differences between
the amino acids that form the diverse alpha-amylases, porcine and human, should be considered and
more studies are required to investigate the effects of flavonoids on human alpha-amylase and the
mechanisms of action. In a different study, water and ethanol extracts of Varthemia iphionoides
(Asteraceae) were tested against PPA by two different methods named 2-chloro-4-nitrophenil alphamaltotrioside degradation (CNP-G3) and iodo-starch. The extracts from aerial parts of the plant showed
a pronounced inhibitory effect (>70%) with the first method, whereas a weaker inhibitory effect (14.8
and 21.2%) was achieved with the second one (130). Seven 3-methoxyflavones and an eudesmane
sesquiterpene were isolated and their inhibitory capacity evaluated. The authors concluded that those
compounds possessing more than three hydroxyl groups presented the highest inhibition against PPA.
Therefore, the amount of hydroxyl groups contained in the flavonol structure was demonstrated to
affect the inhibitory potential of these compounds (130).
Another recent study (56) has reported that, in order to attain higher pancreatic alpha-amylase
inhibitory activity, not only the amount of flavonoids is important, but also their molecular nature. In
this study, a potent PPA inhibitory activity was found for the polyamide-purified phenolic extracts of
Campomanesia phaea (Myrtaceae), Theobroma grandiflorum (Sterculiaceae) and Annona crassifolia
(Annonaceae), which showed IC50 values of 1.0, 1.1 and 1.3 mg of sample dried weight/ml of reaction,
respectively. In addition, rutin, quercetin, chlorogenic acid and catechins, occurring in these plants,
were investigated with the purpose of characterizing their inhibitory potential against PPA. Quercetin
was reported as the most potent compound (IC50= 0.9 µM) while chlorogenic acid was the least
efficient (IC50= 3.9 µM) (56).
It is worth mentioning that the presence of phenolic compounds in Camellia sinensis (Theaceae)
fractions, but particularly flavonoids, confers this herb the highest inhibitory potential against alphaamylase when compared to other plants like Trigonella foenum-graecum (Leguminosae) and Urtica
dioica (Urticaceae) (70). Fruits and leaves of Schizandra chinensis (Schisandraceae) contain high
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levels of anthocyanins, which could be related with its favorable health properties (131). Thus, when
water extracts of Omija pulp/skin and seed extracts were evaluated against PPA activity, both extracts
were able to inhibit the enzyme (74% and 2%, respectively) at a concentration of 1mg/ml (132).
Catechins are a group of flavonoids belonging to the flavan-3-ol class that are present in fruits,
vegetables and wine but especially in tea and cocoa (133, 134). They are able to reduce dietary
carbohydrate bioavailability via reduction of glucose uptake, by inhibiting intestinal glucose
transporters (135) or pancreatic alpha-amylase, as observed for the ethyl acetate fraction of the
Nepalese medicinal herb Bergenia ciliata (Saxifragaceae) (136). This study identified (-)-3-Ogalloylepicatechin and (-)-3-O-galloylcatechin (with IC50 values of 739 and 401 µM, respectively) as
the compounds responsible for this inhibition.
4.2.

Tannins: Proanthocyanidins and hydrolysable tannins

Hydrolysable tannins (gallotannins and ellagitannins) are a group of phenolic metabolites of relatively
high molecular weight that, besides antioxidant properties, could present the ability to strongly
complex with carbohydrates and proteins (137). These compounds are common in Grossulariaceae and
Rosaceae plants (i.e., berries) and some of them are able to inhibit alpha-amylase enzyme activity,
including casuarictin, tellimagranadin I and II, and rugosin A and D, all of them isolated from Rosa
gallica petals (138). In a study performed by Li et al. (139), six ellagitannins designated as
rubusuaviins A-F, and seven tannins called pedunculagin, 1(β)-O-galloyl pedunculagin, strictinin,
sanguiin H-5, lambertianin A, sanguiin H-6 and 1-desgalloyl sanguiin H-6, all of them isolated from
the dried leaves of Rubus suavissimus (Rosaceae), were able to inhibit alpha-amylase activity. The
authors concluded that the potential of ETs to inhibit the alpha-amylase enzyme depended on the type
of galloyl group (alpha-galloyl, β-galloyl or free hydroxyl group).
PAs, from fruits and berries, legume seeds, cocoa, wine and tea, are polymer chains of flavan-3-ols
whose elementary units are linked by C-C and occasionally C-O-C bonds (140). Several beneficial
properties have been assigned to these compounds, including a preventive role in some kinds of
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cancer, cardiovascular diseases and diabetes development (141). Persimmon is one of the foods
richer in PAs, especially in its peel (142). In this context, Lee et al. (143) tested PA polymers and
oligomers from persimmon peel against alpha-amylase from Bacillus licheniformis and alphaglucosidase from Saccharomyces cerevisiae. In this study, the inhibitory activity against alpha-amylase
was linearly correlated with the DP, with polymers exerting stronger inhibitory activity against alphaamylase than oligomers, whereas the opposite result was observed for alpha-glucosidase. Similarly, in
a more recent study (144), the inhibitory action on PPA activity was higher when the polymerization
degree of the oligomeric procyanidin fractions was also higher. So, the authors hypothesized that the
most polymerized compounds were more reactive towards alpha-amylase due to the existence of more
interaction sites. In this sense, in another research where polyphenols quantity and composition in
persimmon leaves and persimmon leaf tea was determined, a varying polyphenol content and activity
was found during the growth of the leaves, concluding that the best harvesting time for polyphenolrich leaves with higher alpha-amylase inhibitory activity was June. In this study, PAs were reported as
the main components responsible for the alpha-amylase inhibitory activity of persimmon leaves (145).
5. Pancreatic alpha amylase inhibitory activity of natural plant extracts in vivo
Several in vivo experiments have demonstrated the anti-hyperglycemic or hypoglycemic effects of
different natural plant extracts that acted through various mechanisms (132, 146-148). Specific studies
carried out in animal models have supported the hypothesis that pancreatic alpha-amylase enzyme
inhibition of plant extracts might be the most promising mechanism for the observed antidiabetic
effect. In these studies, the amylase inhibitory activity of plant extracts was firstly confirmed by in
vitro bioassays and a verification of these findings was obtained in the subsequent in vivo tests. Some
of these animal studies were focused on analyzing the reduction in blood glucose levels, after an oral
starch tolerance test (OSTT) in which a decline in starch digestion and absorption was expected (31,
32, 44, 149). In some other studies, in contrast, an oral sucrose or glucose tolerance test was performed
(150-152). Nevertheless, the in vitro amylase inhibitory activities of some extracts were not potent
enough to produce an in vivo response (153).
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The potential of Phaseolus vulgaris to inhibit the pancreatic alpha-amylase enzyme has been
extensively studied in rodents (154) , Thus, the administration of P. vulgaris water extract produced a
significant antihyperglycemic effect (dose of 200 mg/kg body weight) in STZ-induced diabetic rats
after 30 and 45 days of treatment. Similar results were obtained with the administration for 22 days of
a pancreatic alpha-amylase inhibitor isolated from P. vulgaris in non-diabetic (ND) and type 2 diabetic
(neonatal diabetes models n0- STZ and n5- STZ) Wistar rats (155). In addition to the reduction of
blood glucose levels, a significant decrease in body weight gain was observed in ND rats. These results
confirmed a previous work performed in ND Wistar rats (154) in which the authors did not observe
signs of malabsorption, diarrhea or an increase in stools. Regarding the use of wheat (Triticum
aestivum) amylase inhibitors for diabetes and obesity treatment, the blood glucose lowering capacity
has been also demonstrated in vivo in mongrel dogs (104).
Different bioactive constituents isolated from natural plant extracts have also been found to produce
antihyperglycemic effects in vivo. Kobayashi et al. (156) reported the capacity of scirpusin B, an active
component from the ethyl acetate extract of Callistemon rigidus (Myrtaceae), to suppress
hyperglycemia in glycogen-loaded ddY mice. Also, the administration of andrographolide (10 mg/kg),
the major active principle of Andrographis paniculata (Acanthaceae), significantly reduced
postpandrial blood glucose levels after an OSTT (118). The in vitro capacity to inhibit pancreatic
alpha-amylase enzyme of total flavonoids from Polygonatum odoratum was demonstrated by Shu et
al. (23), who also observed a significant hypoglycemic effect at doses of 100 and 200 mg/kg in
alloxan-induced diabetic rats. The alpha-amylase inhibitory effect of tea catechins has been widely
studied (71, 129, 157, 158). Also tea polysaccharides have shown anti-amylase properties, as reported
by Quan et al. (159), who studied two water-soluble polysaccharide fractions (TFP-1 and TFP-2) from
Camellia sinensis flower. According to these authors, TFP-2 not only exerted in vitro alpha-amylase
inhibitory activity but also produced a marked hypoglycemic effect when administered (75, 150 and
300 mg/kg/body weight) for 3 weeks to alloxan-induced diabetic mice.
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Despite the interesting results of some of these studies (see table 4), very few in vivo studies have
been carried out in order to corroborate the amylase inhibitory effects observed in in vitro assays.
Therefore, further in vivo studies in different models of hyperglycemia are required.
6. Pancreatic alpha amylase inhibitory activity of natural plant extracts in humans
Clinical trials testing hypoglycemic effects of plant extract are not abundant in the literature (160),
with the exception of wheat and bean alpha-amylase inhibitors. With respect to amylase inhibitors
from wheat (Triticum aestivum), reductions in peak levels of postprandial glucose have been found in
humans with minimal carbohydrate malabsorption signs (161, 162). Concerning the latter, a
randomized, double blind, placebo-controlled trial was conducted in forty overweight and obese
subjects that received Phase 2, an aqueous extract of white kidney bean, for twelve weeks (163). The
treated group was dosed with two tablets of the product after the three main meals, each one containing
200 mg Phase 2, 200 mg inulin and 50 mg of Garcinia cambogia extract. At the end of the study a
significant reduction in weight and fat mass were demonstrated. However, other human placebocontrolled trial observed a small but not statistically significant reduction in body fat and weight in
body weight and fat after administering 1500 mg of Phase 2 with lunch and dinner for eight weeks
(164). When the same research group administered 1000 mg Phase 2 twice a day for four weeks, but
accompanied by a program of dietary modification, exercise and behavioral intervention, a significant
reduction in body weight and waist girth was achieved (165). In other study, in which 445 mg of Phase
2 were administered to overweight subjects once a day for 30 days together with a meal rich in
complex carbohydrates, a decrease in body weight, fat mass, and waist and hip circumferences was
observed (166). When two doses (2 g and 2.9 g) were tested in eight healthy subjects that received a
meal of 650 calories, a significant anti-hyperglycemic response was observed with the higher dose but
not with the lower (167), unfortunately, in some cases, accompanied by diarrhea. More recently, two
random double-blind, crossover human pilot studies analyzed the inhibition of starch absorption by
administering two doses of Phase 2 (0.75 g and 1.5 g) in normoglycemic volunteers (168). A dose-
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dependent response was found, with the highest dose causing a 66% inhibition while the lowest dose
provoked a maximum inhibition of 41%.
The anti-obesity effect of the formula “PhaseolaminTM 1600 diet”, which is composed of the alphaamylase inhibitor Phaseolamin (750mg), clove (a seasoning that increases body temperature, 200 mg),
and three amino acids (lysine, arginine and alanine, 20 mg of each), was investigated in 10 subjects
with a body mass index (BMI) between 23 and 30 kg/m2. It was administered twice per day for eight
weeks, 30 minutes before lunch and dinner, and at the end of the treatment, significant reductions in
body weight, fat mass, waist circumference, BMI, and energy intake were observed (169).
The effectiveness of the pancreatic alpha-amylase inhibitory activity of other natural plant extracts has
been evidenced in humans after in vitro or in vivo animal models. Thus, Tsujita et al., (43) reported
that the carbohydrate-hydrolyzing enzyme present in chestnut astringent skin (CAS) from Castanea
sativa produced no adverse effects at doses of 2000 mg/kg body weight/d in vivo. When eleven healthy
Japanese volunteers received two different doses of CAS extract (300 mg and 600 mg) together with
200 g of boiled rice after an overnight fasting, a dose-dependent reduction in plasma glucose levels (11
and 23%, respectively) was observed. In a similar study with Olea europea leaves, the glycemic
response of 14 adult healthy volunteers who were previously classified as normal and borderline group
for diabetes was studied. For this purpose two consecutive experiments were carried out; in the first
one, the volunteers ate 300g of cooked rice after 12 hours of fasting whereas in the second one 1g of
olive leaves (Olea europea L.) was added to the same amount of cooked rice (39). A significant
reduction in blood glucose levels was observed in the borderline group 30 and 60 minutes after the
administration of the olive leaf extract.
In brief, these clinical trials highlight the potential of these natural extracts to exert an anti-diabetic
effect possibly by inhibiting the HPA. Nevertheless, more human trials are needed to demonstrate the
safety and the antidiabetic properties of alpha-amylase inhibitors obtained from other natural plant
extracts.
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7. Side effects of natural alpha-amylase inhibitors
Several anti-diabetic drugs, such as acarbose, miglitol, voglibose, sitagliptin, nojirimycin and 1deoxynojirimycin, target different glucosidases, especially sucrase, maltase and alpha-amylase, and
produce favourable effects on glycemic values after food intake (170). Although their safety and
tolerability has been widely evaluated due to the common clinical use of these drugs, their lack of
specificity has been seen to produce several gastrointestinal side effects like abdominal cramping,
flatulence and diarrhea (171-174). Natural alpha-glucosidase and alpha-amylase inhibitors are being
investigated as new candidates to control hyperglycemia in diabetic patients, but few data are available
regarding the negative effects they might produce. Most of the studies have been carried out with
alpha-amylase inhibitors of bean origin. Thus, different acute and subchronic toxicity studies have
been developed in animal models regarding consumption of Phase 2 with no side effects being
reported (175, 176) and safety studies in humans have also been carried out. For instance, the safety of
“PhaseolaminTM 1600 diet”, Phase 2 and Suco-Block® consumption was investigated and no
significant side effects were found (163, 164, 169). In summary, it could be stated that the principle
advantage of carbohydrate digestive enzyme inhibitors of plant origin consists in not causing severe
side effects and may also be beneficial in weight reduction in individuals consuming large amounts of
starch (168, 177).

8. Conclusions
Inhibition of carbohydrate hydrolyzing enzymes is emerging as a useful tool for type 2 diabetes
treatment. Therefore this review has been focused on summarizing the existing data on pancreatic
alpha- amylase inhibitory actions of natural plant extracts and related bioactive compounds. Pancreatic
amylase enzyme inhibitors retard carbohydrates digestion and absorption in the diet reducing
postprandial blood glucose levels. Several in vitro studies have confirmed the inhibitory potential of
traditional plants and in some cases the bioactive compounds, which presumably are responsible of this
mechanism of action, have been identified. However, studies conducted in animal models are few and
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even less abundant are the studies performed in human subjects. Further investigations will provide
useful information to set doses of compounds and natural extracts that will produce the seeking health
benefits with no adverse effects.

9. Expert opinion

Significant progress has been achieved with the latest findings on the existence of different plant
extracts with pancreatic alpha-amylase inhibitory activity that could lead to a slow rise of the
postprandial blood glucose levels becoming an interesting therapeutic target for diabetes treatment.
Moreover, clinical studies reporting a successful weight loss accompanied with a fat mass reduction,
have suggested the possible antiobesity effect derived from this specific inhibition. However, although
many plant extracts are able to inhibit HPA in vitro, their effect in diabetic animal models has been
poorly investigated, even with less studies being conducted in humans. On the other hand, most of the
reported data demonstrate the blood glucose lowering effect of natural plant extracts but the precise
bioactive compounds underlying the mechanism have not been clearly identified. Thus, on one hand,
the biggest goal in this field is the requirement of stronger evidence from preclinical studies regarding
the response of diabetic patients to the natural pancreatic amylase inhibitors and the overall benefits
obtained from this treatment. On the other hand, further research is required in order to assess the
nature, isolation, purification and analysis of individual compounds responsible for the observed
effects and information about potential synergistic effects of these compounds with other metabolites
and different antidiabetic therapies that should be determined, with the aim of establishing the effective
and safe doses in each case.
A huge challenge lies in developing new approaches for treating diabetes. Alternative therapies should
be safer and produce any or hardly negative effects, while should give rise to efficient results in
reducing glycemic values in diabetic patients. In addition, this approach will be economically less
expensive than the currently available products, which is an important feature since diabetes is
becoming a serious problem not only in industrialized countries but also in many developing countries.
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Pancreatic alpha- amylase inhibitors might be used for the design of novel functional foods with
blood glucose lowering potential, which could be useful as a complement of other andiabetic drugs,
but could be also used for the industrial synthesis of analogous molecules to the existing antidiabetic
ones.
Therefore, inhibition of pancreatic alpha- amylase obtained from natural resources seems to be a
promising strategy for diabetes. Nevertheless, there is still a long way to go and research work should
be focused mainly on the isolation of the principle active compounds and more clinical studies are
essential to draw concise conclusions regarding the safety and efficacy of acute and long- term
administration of the extracts and/or their bioactive compounds in type 2 diabetic patients.

Article highlights
• The control of postprandial blood glucose levels in diabetic patients is considered of relevance
in the treatment of Type 2 Diabetes Mellitus. A mild inhibition of the pancreatic alphaamylase is emerging as a potential therapeutic target.
• Studies reporting the antidiabetic effect of many herbs used in ancient traditions are extent.
• Potential of commonly used plant extracts to inhibit pancreatic alpha- amylase (porcine and
human) has been demonstrated by in vitro studies.
• Phenolic phytochemicals, secondary metabolites found in plants, such as different flavonoids
and proanthocyanidins have been reported to display a pancreatic alpha- amylase inhibitory
activity.
• Few studies corroborate the amylase inhibitory potential of plant extracts and their bioactive
compounds in vivo. Amylase inhibitors isolated from Phaseolus vulgaris have been the most
extensively studied, finding positive blood glucose lowering effects in animal models.
• With the exception of human studies reporting the pancreatic alpha- amylase inhibitory activity
from wheat and bean species, there are no many clinical trials analyzing the effects of natural
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plant extracts and bioactive compounds previously demonstrated to exert an amylase
inhibitory action.
• Safety and tolerability of natural amylase inhibitors have been demonstrated in various studies,
and no significant adverse effects have been found till now.

10. Aknowledgments
The authors thank Línea Especial from University of Navarra (Spain) for financial support. U.
Etxeberria and A. L. de la Garza hold pre- doctoral grants from Asociación de Amigos from University
of Navarra.The authors declare that there are no conflicts of interest.

25
References
1. Danaei G, Finucane MM, Lu Y, et al. National, regional, and global trends in fasting plasma glucose
and diabetes prevalence since 1980: Systematic analysis of health examination surveys and
epidemiological studies with 370 country-years and 2.7 million participants. Lancet.
2011;378(9785):31-40.[ PMID:21705069]
2. Alberti KGMM, Zimmet PZ. WHO Consultation. Definition, diagnosis and classification of diabetes
mellitus and its complications. Part 1: Diagnosis and classification of diabetes mellitus - provisional
report of a WHO consultation. Diabetic Med. 1998;15(7):539-53. [PMID:9686693]
3. Holman RR, Paul SK, Bethel MA et al. 10-year follow-up of intensive glucose control in type 2
diabetes. N Engl J Med. 2008;359(15):1577-89. [ PMID:18784090]
4. Tundis R, Loizzo MR, Menichini F. Natural products as alpha-amylase and alpha-glucosidase
inhibitors and their hypoglycaemic potential in the treatment of diabetes: An update. Mini-Rev Med
Chem. 2010;10(4):315-31. [PMID:20470247].**A recent review on natural plant extracts with alphaglucosidase and alpha- amylase inhibitory activity.
5. Watanabe J, Kawabata J, Kurihara H, Niki R. Isolation and identification of alpha-glucosidase
inhibitors from tochu-cha (Eucommia ulmoides). Biosci Biotechnol Biochem. 1997;61(1):177-8.
[PMID:9028049]
6. Horii S, Fukase H, Matsuo T, et al. Synthesis and alpha-D-glucosidase inhibitory activity of Nsubstituted valiolamine derivatives as potential oral antidiabetic agents. J Med Chem.
1986;29(6):1038-46. [PMID:3519969]
7. Van de Laar FA. Alpha-glucosidase inhibitors in the early treatment of type 2 diabetes. Vasc Health
Risk Manag. 2008;4(6):1189-95. [PMID:19337532]
8. Van de Laar FA, Lucassen PL, Akkermans RP, et al. Alpha-glucosidase inhibitors for type 2
diabetes mellitus. Cochrane Database Syst Rev. 2005;(2)(2):CD003639.[ PMID:15846673]
9. Ho PM, Rumsfeld JS, Masoudi FA, et al. Effect of medication nonadherence on hospitalization and
mortality among patients with diabetes mellitus. Arch Intern Med. 2006;166(17):1836-41.
[PMID:17000939]
10. World Health Organisation (WHO). Traditional medicine strategy 2002- 2005. WHO publications.
2002:p. 1- 6.
11. Al-Aboudi A, Afifi FU. Plants used for the treatment of diabetes in Jordan: A review of scientific
evidence. Pharm Biol. 2011;49(3):221-39.[ PMID:20979537].*A recent review on plants used in
Jordan with alpha- amylase and alpha- glucosidase inhibitory activity.
12. World Health Organisation (WHO). WHO expert committee on diabetes mellitus, technical reports
series. Geneva, 1980.
13. Ahmed F, Urooj A. Effect of ficus racemosa stem bark on the activities of carbohydrate
hydrolyzing enzymes: An in vitro study. Pharm Biol. 2010;48(5):518-23.[ PMID:20645793]

26
14. El-Beshbishy HA, Bahashwan SA. Hypoglycemic effect of basil (Ocimum basilicum) aqueous
extract is mediated through inhibition of {alpha}-glucosidase and {alpha}-amylase activities: An in
vitro study. Toxicol Ind Health. 2011. [PMID:21636683]
15. Nickavar B, Yousefian N. Inhibitory effects of six Allium species on alpha-amylase enzyme
activity. Iran J Pharm Res. 2009;8(1):53-7.
16. Ghosh S, Ahire M, Patil S, et al. Antidiabetic activity of gnidia glauca and dioscorea bulbifera:
Potent amylase and glucosidase inhibitors. Evid Based Complement Alternat Med. 2012:929051.
[PMID:21785651]
17. Cazzola R, Camerotto C, Cestaro B. Anti-oxidant, anti-glycant, and inhibitory activity against
alpha-amylase and alpha-glucosidase of selected spices and culinary herbs. Int J Food Sci Nutr.
2011;62(2):175-84. [PMID:21118052]
18. Giancarlo S, Rosa LM, Nadjafi F, Francesco M. Hypoglycaemic activity of two spices extracts:
Rhus coriaria L. and Bunium persicum boiss. Natural Product Research. 2006;20(9):882-6.
[PMID:16753927]
19. McCue P, Vattem D, Shetty K. Inhibitory effect of clonal oregano extracts against porcine
pancreatic amylase in vitro. Asia Pac J Clin Nutr. 2004;13(4):401-8. [PMID:15563448]
20. Apostolidis E, Kwon Y, Shetty K. Inhibitory potential of herb, fruit, and fungal-enriched cheese
against key enzymes linked to type 2 diabetes and hypertension. Innovative Food Science & Emerging
Technologies. 2007;8(1):46-54. [doi: 10.1016/j.ifset.2006.06.001]
21. Li WL, Zheng HC, Bukuru J, De Kimpe N. Natural medicines used in the traditional Chinese
medical system for therapy of diabetes mellitus. J Ethnopharmacol. 2004;92(1):1-21.
[PMID:15099842]
22. Jia W, Gao W, Tang L. Antidiabetic herbal drugs officially approved in China. Phytotherapy
Research. 2003;17(10):1127-34. [PMID:14669243]
23. Shu X, Lv J, Tao J, et al. Antihyperglycemic effects of total flavonoids from Polygonatum
odoratum in STZ and alloxan-induced diabetic rats. J Ethnopharmacol. 2009;124(3):539-43.[
PMID:19454312]
24. Lee SH, Park MH, Heo SJ, et al. Dieckol isolated from Ecklonia cava inhibits alpha-glucosidase
and alpha-amylase in vitro and alleviates postprandial hyperglycemia in streptozotocin-induced
diabetic mice. Food Chem Toxicol. 2010;48(10):2633-7. [PMID:20600532]
25. Ali H, Houghton PJ, Soumyanath A. Alpha-Amylase inhibitory activity of some Malaysian plants
used to treat diabetes; with particular reference to Phyllanthus amarus. J Ethnopharmacol.
2006;107(3):449-55. [PMID:16678367]
26. Gunawan-Puteri MD, Kato E, Kawabata J. Alpha-amylase inhibitors from an Indonesian medicinal
herb, Phyllanthus urinaria. J Sci Food Agric. 2011. [PMID:22095704]
27. Alarcon-Aguilara FJ, Roman-Ramos R, Perez-Gutierrez S, et al. Study of the anti-hyperglycemic
effect of plants used as antidiabetics. J Ethnopharmacol. 1998;61(2):101-9.[ PMID:9683340]

27
28. Sudha P, Zinjarde SS, Bhargava SY, Kumar AR. Potent alpha-amylase inhibitory activity of
Indian Ayurvedic medicinal plants. BMC Complement Altern Med. 2011;11:5. [PMID:21251279]
29. Ponnusamy S, Ravindran R, Zinjarde S, et al. Evaluation of traditional Indian antidiabetic
medicinal plants for human pancreatic amylase inhibitory effect in vitro. Evid -based Complement
Altern Med. 2011. [PMID:20953430].**A publication demonstrating the human pancreatic alphaamylase inhibitory potential of some Ayurvedic Indian plants.
30. Bhat M, Zinjarde SS, Bhargava SY, et al. Antidiabetic Indian plants: A good source of potent
amylase inhibitors. Evid Based Complement Alternat Med. 2008. [PMID:18955350].*A paper
demonstrating the pancreatic alpha- amylase inhibitory activity of various ethno-botanical plants.
31. Kasabri V, Afifi FU, Hamdan I. Evaluation of the acute antihyperglycemic effects of four selected
indigenous plants from Jordan used in traditional medicine. Pharm Biol. 2011;49(7):687-95.
[PMID:21639682]
32. Kasabri V, Afifi FU, Hamdan I. In vitro and in vivo acute antihyperglycemic effects of five
selected indigenous plants from Jordan used in traditional medicine. J Ethnopharmacol.
2011;133(2):888-96. [PMID:21093568]
33. Patwardhan B, Vaidya ADB, Chorghade M. Ayurveda and natural products drug discovery. Curr
Sci. 2004;86(6):789-99.
34. Deutschländer MS, van de Venter M, Roux S, et al. Hypoglycaemic activity of four plant extracts
traditionally used in South Africa for diabetes. J Ethnopharmacol. 2009;124(3):619-24.
[PMID:19422900]
35. Fred-Jaiyesimi AA, Wilkins MR, Abo KA. Hypoglycaemic and amylase inhibitory activities of
leaves of Spondias mombin Linn. Afr J Med Med Sci. 2009;38(4):343-9. [PMID:20499628]
36. Benavente-Garcı́a O, Castillo J, Lorente J, et al. Antioxidant activity of phenolics extracted from
Olea europaea L. leaves. Food Chem. 2000;68(4):457-62. [PMID:12495584]
37. Erbay Z, Icier F. The importance and potential uses of Olive leaves. Food Rev Int. 2010;26(4):31934. [doi: 10.1080/87559129.2010.496021]
38. Tuck KL, Hayball PJ. Major phenolic compounds in olive oil: metabolism and health effects. J
Nutr Biochem. 2002;13(11):636-44. [PMID:12550060]
39. Komaki E, Yamaguchi S, Maru I, et al. Identification of Anti-alpha-Amylase Components from
Olive Leaf Extracts. Food Science and Technology Research. 2003;9(1):35-9.
[doi:10.3136/fstr.9.35]. * A publication demonstrating the antidiabetic effect of Olive leaf extracts in
humans.
40. Loizzo MR, Lecce GD, Boselli E, et al. Inhibitory activity of phenolic compounds from extra
virgin olive oils on the enzymes involved in diabetes, obesity and hypertension. J Food Biochem.
2011;35(2):381-99. [DOI:10.1111/j.1745-4514.2010.00390.x]
41. Alexiadou K, Katsilambros N. Nuts: Anti-atherogenic food? Eur J Intern Med. 2011;22(2):141-6.
[PMID:21402243]

28
42. Do Carmo Barbosa Mendes De Vasconcelos,M., Bennett RN, Rosa EA, Ferreira Cardoso JV.
Primary and secondary metabolite composition of kernels from three cultivars of Portuguese chestnut
(Castanea sativa Mill.) at different stages of industrial transformation. J Agric Food Chem.
2007;55(9):3508-16. [PMID:17407304]
43. Tsujita T, Takaku T, Suzuki T. Chestnut astringent skin extract, an alpha-amylase inhibitor, retards
carbohydrate absorption in rats and humans. J Nutr Sci Vitaminol (Tokyo). 2008;54(1):82-8.
[PMID:18388412]. *A publication demonstrating the antidiabetic effect of chesnut astringent skin in
humans.
44. Tsujita T, Takaku T. Mechanism of the inhibitory action of chestnut astringent skin extract on
carbohydrate absorption. J Nutr Sci Vitaminol (Tokyo). 2008;54(5):416-21. [PMID:19001775]
45. Eidi A, Eidi M, Esmaeili E. Antidiabetic effect of garlic (Allium sativum L.) in normal and
streptozotocin-induced diabetic rats. Phytomedicine. 2006;13(9-10):624-9. [PMID:17085291]
46. Kim SH, Jo SH, Kwon YI, Hwang JK. Effects of onion (Allium cepa L.) extract administration on
intestinal alpha-glucosidases activities and spikes in postprandial blood glucose levels in SD rats
model. Int J Mol Sci. 2011;12(6):3757-69. [PMID:21747704]
47. Perfumi M, Arnold N, Tacconi R. Hypoglycemic activity of Salvia fruticosa Mill. from Cyprus. J
Ethnopharmacol. 1991;34(2-3):135-40. [PMID:1795516]
48. Loizzo MR, Saab AM, Tundis R, et al. In vitro inhibitory activities of plants used in Lebanon
traditional medicine against angiotensin converting enzyme (ACE) and digestive enzymes related to
diabetes. J Ethnopharmacol. 2008;119(1):109-16. [PMID:18601990]
49. Bora KS, Arora S, Shri R. Role of Ocimum basilicum L. in prevention of ischemia and
reperfusion-induced cerebral damage, and motor dysfunctions in mice brain. J Ethnopharmacol.
2011;137(3):1360-5. [PMID:21843615]
50. Amrani S, Harnafi H, Bouanani Nel H, et al. Hypolipidaemic activity of aqueous Ocimum
basilicum extract in acute hyperlipidaemia induced by triton WR-1339 in rats and its antioxidant
property. Phytother Res. 2006;20(12):1040-5. [PMID:17006976]
51. Wollgast J, Anklam E. Review on polyphenols in Theobroma cacao: Changes in composition
during the manufacture of chocolate and methodology for identification and quantification. Food Res
Int. 2000;33(6):423-47. [DOI: 10.1016/S0963-9969(00)00068-5]
52. Matsui N, Ito R, Nishimura E, et al. Ingested cocoa can prevent high-fat diet-induced obesity by
regulating the expression of genes for fatty acid metabolism. Nutrition. 2005;21(5):594-601.
[PMID:15850966]
53. Jalil AM, Ismail A, Pei CP, et al. Effects of cocoa extract on glucometabolism, oxidative stress,
and antioxidant enzymes in obese-diabetic (ob-db) rats. J Agric Food Chem. 2008;56(17):7877-84.
[PMID:18702467]
54. Tomaru M, Takano H, Osakabe N, et al. Dietary supplementation with cacao liquor
proanthocyanidins prevents elevation of blood glucose levels in diabetic obese mice. Nutrition.
2007;23(4):351-5. [PMID:17350804]
55. Gu Y, Hurst WJ, Stuart DA, Lambert JD. Inhibition of key digestive enzymes by cocoa extracts
and procyanidins. J Agric Food Chem. 2011;59(10):5305-11. [PMID:21495725]

29
56. De Souza Schmidt Goncalves AE, Lajolo FM, Genovese MI. Chemical composition and
antioxidant/antidiabetic potential of Brazilian native fruits and commercial frozen pulps. J Agric Food
Chem. 2010;58(8):4666-74. [PMID:20337450]
57. Zhou H, Beevers CS, Huang S. The targets of curcumin. Curr Drug Targets. 2011;12(3):332-47.
[PMID:20955148]
58. El-Moselhy MA, Taye A, Sharkawi SS, et al. The antihyperglycemic effect of curcumin in high fat
diet fed rats. role of TNF-α and free fatty acids. Food and Chemical Toxicology. 2011;49(5):1129-40.
[PMID:21310207]
59. Du Z, Liu R, Shao W, et al. Alpha-Glucosidase inhibition of natural curcuminoids and curcumin
analogs. Eur J Med Chem. 2006;41(2):213-8. [PMID:16387392]
60. Lekshmi PC, Arimboor R, Raghu KG, Menon AN. Turmerin, the antioxidant protein from turmeric
(Curcuma longa) exhibits antihyperglycaemic effects. Nat Prod Res. 2011. [PMID:21972920]
61. Gruenwald J, Freder J, Armbruester N. Cinnamon and health. Crit Rev Food Sci Nutr.
2010;50(9):822-34. [PMID:20924865]
62. Cao H, Polansky MM, Anderson RA. Cinnamon extract and polyphenols affect the expression of
tristetraprolin, insulin receptor, and glucose transporter 4 in mouse 3T3-L1 adipocytes. Arch Biochem
Biophys. 2007;459(2):214-22. [PMID:17316549]
63. Subash Babu P, Prabuseenivasan S, Ignacimuthu S. Cinnamaldehyde—A potential antidiabetic
agent. Phytomedicine. 2007;14(1):15-22. [PMID:17140783]
64. Prabhakar PK, Doble M. Interaction of cinnamic acid derivatives with commercial hypoglycemic
drugs on 2-deoxyglucose uptake in 3T3-L1 adipocytes. J Agric Food Chem. 2011;59(18):9835-44.
[PMID:21870829]
65. Adisakwattana S, Lerdsuwankij O, Poputtachai U, et al. Inhibitory activity of cinnamon bark
species and their combination effect with acarbose against intestinal alpha-glucosidase and pancreatic
alpha-amylase. Plant Food Hum Nutr. 2011;66(2):143-8. [PMID:21538147]
66. Kao Y, Chang H, Lee M, Chen C. Tea, obesity, and diabetes. Molecular Nutrition & Food
Research. 2006; 50(2): 188-210. [PMID:16416476]
67. MacKenzie T, Leary L, Brooks WB. The effect of an extract of green and black tea on glucose
control in adults with type 2 diabetes mellitus: double-blind randomized study. Metab Clin Exp.
2007;56(10):1340-4. [PMID:17884442]
68. Anderson RA, Polansky MM. Tea enhances insulin activity. J Agric Food Chem.
2002;50(24):7182-6. [PMID:12428980]
69. Tsuneki H, Ishizuka M, Terasawa M, et al. Effect of green tea on blood glucose levels and serum
proteomic patterns in diabetic (db/db) mice and on glucose metabolism in healthy humans. BMC
Pharmacol. 2004;4:18.[ PMID:15331020]
70. Nickavar B, Yousefian N. Evaluation of alpha-amylase inhibitory activities of selected antidiabetic
medicinal plants. Journal Fur Verbraucherschutz Und Lebensmittelsicherheit-Journal of Consumer

30
Protection and Food Safety. 2011;6(2):191-5.[ doi:10.1271/bbb.57.525]. *A publication about
Iranian plants demonstrating the pancreatic alpha-amylase inhibitory activity.
71. Matsumoto N, Ishigaki F, Ishigaki A, et al. Reduction of blood-glucose levels by tea catechin.
Biosci Biotechnol Biochem. 1993;57(4):525-7. [PMID:20678520]. *A publication demonstrating the
in vivo role of tea catechins suppressing the alpha- amylase enzyme activity.
72. Wang Y, Yang Z, Wei X. Sugar compositions, α-glucosidase inhibitory and amylase inhibitory
activities of polysaccharides from leaves and flowers of Camellia sinensis obtained by different
extraction methods. Int J Biol Macromol. 2010;47(4):534-9. [DOI: 10.1007/s00003-010-0627-6]
73. Zafra-Stone S, Yasmin T, Bagchi M, et al. Berry anthocyanins as novel antioxidants in human
health and disease prevention. Mol Nutr Food Res. 2007;51(6):675-83. [PMID:17533652]
74. Cheplick S, Kwon Y, Bhowmik P, Shetty K. Clonal variation in raspberry fruit phenolics and
relevance for diabetes and hypertension management. J Food Biochem. 2007;31(5):656-79. [DOI:
10.1111/j.1745-4514.2007.00136.x]
75. Johnson MH, Lucius A, Meyer T, Gonzalez de Mejia E. Cultivar evaluation and effect of
fermentation on antioxidant capacity and in vitro inhibition of alpha-amylase and alpha-glucosidase by
highbush blueberry (Vaccinium corombosum). J Agric Food Chem. 2011. [PMID:21761898]
76. Grussu D, Stewart D, McDougall GJ. Berry polyphenols inhibit alpha-amylase in vitro: Identifying
active components in rowanberry and raspberry. J Agric Food Chem. 2011;59(6):2324-31.
[PMID:21329358]
77. Loo AE, Huang D. Assay-guided fractionation study of alpha-amylase inhibitors from Garcinia
mangostana pericarp. J Agric Food Chem. 2007;55(24):9805-10. [PMID:17960880]
78. McDougall GJ, Shpiro F, Dobson P, et al. Different polyphenolic components of soft fruits inhibit
alpha-amylase and alpha-glucosidase. J Agric Food Chem. 2005;53(7):2760-6. [PMID:15796622]
79. Eshun K, He Q. Aloe vera: A valuable ingredient for the food, pharmaceutical and cosmetic
industries-a review. Crit Rev Food Sci Nutr. 2004;44(2):91-6. [PMID:15116756]
80. Mentreddy SR. Review - medicinal plant species with potential antidiabetic properties. J Sci Food
Agric. 2007;87(5):743-50. [doi: 10.1002/jsfa.2811]
81. Kim K, Kim H, Kwon J, et al. Hypoglycemic and hypolipidemic effects of processed Aloe vera gel
in a mouse model of non-insulin-dependent diabetes mellitus. Phytomedicine. 2009 ;16(9):856-63.
[PMID:19303272]
82. Okyar A, Can A, Akev N, et al. Effect of Aloe vera leaves on blood glucose level in type I and type
II diabetic rat models. Phytother Res. 2001;15(2):157-61. [PMID:11268118]
83. Yongchaiyudha S, Rungpitarangsi V, Bunyapraphatsara N, Chokechaijaroenporn O. Antidiabetic
activity of Aloe vera L juice .1. clinical trial in new cases of diabetes mellitus. Phytomedicine.
1996;3(3):241-3. [doi:10.1016/S0944-7113(96)80060-2]
84. Bunyapraphatsara N, Yongchaiyudha S, Rungpitarangsi V, Chokechaijaroenporn O. Antidiabetic
activity of Aloe vera L juice .2. clinical trial in diabetes mellitus patients in combination with
glibenclamide. Phytomedicine. 1996;3(3):245-8. [doi:10.1016/S0944-7113(96)80061-4]

31
85. Kaurinovic B, Popovic M, Vlaisavljevic S, Trivic S. Antioxidant capacity of Ocimum basilicum
L. and Origanum vulgare L. extracts. Molecules. 2011;16(9):7401-14. [PMID:21878860]
86. Milos M, Mastelic J, Jerkovic I. Chemical composition and antioxidant effect of glycosidically
bound volatile compounds from oregano (Origanum vulgare L. ssp. hirtum). Food Chem.
2000;71(1):79-83. [doi:10.1016/S0308-8146(00)00144-8]
87. Kim JS, Kwon CS, Son KH. Inhibition of alpha-glucosidase and amylase by luteolin, a flavonoid.
Biosci Biotechnol Biochem. 2000;64(11):2458-61. [PMID:11193416]. *A publication analyzing the
carbohydrate digestive enzyme inhibitory potential of naturally occurring flavonoids.
88. Matsui T. Alpha glucosidase inhibitory action of natural acylated anthocyanins.2. alpha
glucosidase inhibition by isolated acylated anthocyanins. J Agric Food Chem. 2001;49:1952-6.
[PMID:11308352]
89. McCue PP, Shetty K. Inhibitory effects of rosmarinic acid extracts on porcine pancreatic amylase
in vitro. Asia Pac J Clin Nutr. 2004;13(1):101-6. [PMID:15003922
90. Shan B, Cai Y, Sun M, Corke H. Antioxidant capacity of 26 spice extracts and characterization of
their phenolic constituents. J Agric Food Chem. 2005;53(20):7749-59. [PMID:16190627]
91. Bakırel T, Bakırel U, Keleş OÜ, Ülgen SG, Yardibi H. In vivo assessment of antidiabetic and
antioxidant activities of rosemary (Rosmarinus officinalis) in alloxan-diabetic rabbits. J
Ethnopharmacol. 2008;116(1):64-73. [PMID:18063331]
92. Kwon YI, Vattem DA, Shetty K. Evaluation of clonal herbs of Lamiaceae species for management
of diabetes and hypertension. Asia Pac J Clin Nutr. 2006;15(1):107-18. [PMID:16500886]
93. Sreelatha S, Jeyachitra A, Padma PR. Antiproliferation and induction of apoptosis by Moringa
oleifera leaf extract on human cancer cells. Food and Chemical Toxicology. 2011;49(6):1270-5.
[PMID:21385597]
94. Jaiswal D, Kumar Rai P, Kumar A, et al. Effect of Moringa oleifera Lam. leaves aqueous extract
therapy on hyperglycemic rats. J Ethnopharmacol. 2009;123(3):392-6. [PMID:19501271]
95. Karthic K, Kirthiram KS, Sadasivam S, Thayumanavan B. Identification of alpha amylase
inhibitors from Syzygium cumini Linn seeds. Indian J Exp Biol. 2008;46(9):677-80.
[PMID:18949899]
96. Marshall JJ, Lauda CM. Purification and properties of phaseolamin, an inhibitor of alpha-amylase,
from the kidney bean, Phaseolus vulgaris. J Biol Chem. 1975;250(20):8030-7. [PMID:240849]
97. Barrett ML, Udani JK. A proprietary alpha-amylase inhibitor from white bean (Phaseolus
vulgaris): A review of clinical studies on weight loss and glycemic control. Nutrition Journal.
2011;10:24. [PMID:21414227]. **An interesting review on clinical studies about Phaseolus vulgaris
and its alpha- amylase inhibitory activity.
98. Françoise P. Structural basis for the inhibition of mammalian and insect α-amylases by plant
protein inhibitors. Biochimica et Biophysica Acta (BBA) - Proteins & Proteomics. 2004;1696(2):17180. [PMID:14871658]
99. Obiro WC, Zhang T, Jiang B. The nutraceutical role of the Phaseolus vulgaris alpha-amylase
inhibitor. Br J Nutr. 2008;100(1):1-12.[ PMID:18331662]

32
100. Helmstadter A. Beans and diabetes: Phaseolus vulgaris preparations as antihyperglycemic agents.
J Med Food. 2010;13(2):251-4. [PMID:20132042]
101. Franco OL, Rigden DJ, Melo FR, Grossi-De-Sa MF. Plant alpha-amylase inhibitors and their
interaction with insect alpha-amylases. Eur J Biochem. 2002;269(2):397-412. [PMID:11856298]
102. Maeda K, Kakabayashi S, Matsubara H. Complete amino acid sequence of an alpha-amylase
inhibitor in wheat kernel (0.19-inhibitor). Biochim Biophys Acta. 1985;828(3):213-21.
[PMID:3872681]
103. Dojczew D, Andrzejczuk-Hybel J, Kaczkowski J. The protein inhibitors of amylases and
peptidases isolated from cereal grains. Nahrung. 1986;30(3-4):275-9. [PMID:2427950]
104. Koike D, Yamadera K, Dimagno EP. Effect of a wheat amylase inhibitor on canine carbohydrate
digestion, gastrointestinal function, and pancreatic growth. Gastroenterology. 1995;108(4):1221-9.[
PMID:7535274]
105. Deponte R, Parlamenti R, Petrucci TC, et al. Albumin alpha-amylase inhibitor families from
wheat flour. Cereal Chem. 1976: 53 (5): 805- 820.
106. Oneda H, Lee S, Inouye K. Inhibitory effect of 0.19 alpha-amylase inhibitor from wheat kernel on
the activity of porcine pancreas alpha-amylase and its thermal stability. J Biochem. 2004;135(3):421-7.
[PMID:15113841]
107. Crozier A, Burns J, Aziz A, et al. Antioxidant flavonols from fruits, vegetables and beverages:
Measurements and bioavailability RID B-4785-2010. Biol Res. 2000;33(2):79-88. [PMID:15693274]
108. Vattem DA, Ghaedian R, Shetty K. Enhancing health benefits of berries through phenolic
antioxidant enrichment: Focus on cranberry. Asia Pac J Clin Nutr. 2005;14(2):120-30.
[PMID:15927928]
109. Wahle KW, Brown I, Rotondo D, Heys SD. Plant phenolics in the prevention and treatment of
cancer. Adv Exp Med Biol. 2011;698:36-51. [PMID:21706425]
110. Hsu CL, Yen GC. Phenolic compounds: Evidence for inhibitory effects against obesity and their
underlying molecular signaling mechanisms. Mol Nutr Food Res. 2008;52(1):53-61.
[PMID:18081207]
111. Kusano R, Ogawa S, Matsuo Y, et al. Alpha-amylase and lipase inhibitory activity and structural
characterization of acacia bark proanthocyanidins. J Nat Prod. 2011;74(2):119-28. [PMID:21192716]
112. Gowri PM, Tiwari AK, Ali AZ, Rao JM. Inhibition of alpha-glucosidase and amylase by
bartogenic acid isolated from Barringtonia racemosa Roxb. seeds. Phytother Res. 2007;21(8):796-9.
[PMID:17533638]
113. Ranilla LG, Kwon Y, Shetty K. Phenolic compounds, antioxidant activity and in vitro inhibitory
potential against key enzymes relevant for hyperglycemia and hypertension of commonly used
medicinal plants, herbs and spices in Latin america. Bioresour Technol. 2010;101(12):4676-89.
[PMID:20185303]

33
114. Kwon Y, Jang H, Shetty K. Evaluation of Rhodiold crenulata and Rhodiold rosea for
management of type II diabetes and hypertension. Asia Pac J Clin Nutr. 2006;15(3):425-32.
[PMID:16837437]
115. Apostolidis E, Kwon YI, Shetty K. Potential of cranberry-based herbal synergies for diabetes and
hypertension management. Asia Pac J Clin Nutr. 2006;15(3):433-41. [PMID:16837438]
116. Miyahara C, Miyazawa M, Satoh S, et al. Inhibitory effects of mulberry leaf extract on
postprandial hyperglycemia in normal rats. J Nutr Sci Vitaminol (Tokyo). 2004;50(3):161-4.
[PMID:15386927]
117. Watanabe K, Kamata K, Sato J, Takahashi T. Fundamental studies on the inhibitory action of
Acanthopanax senticosus Harms on glucose absorption. J Ethnopharmacol. 2010;132(1):193-9.
[PMID:20713144]
118. Subramanian R, Asmawi MZ, Sadikun A. In vitro alpha-glucosidase and alpha-amylase enzyme
inhibitory effects of Andrographis paniculata extract and andrographolide. Acta Biochim Pol.
2008;55(2):391-8. [PMID:18511986]
119. Ranilla LG, Apostolidis E, Genovese MI, et al. Evaluation of indigenous grains from the Peruvian
Andean region for antidiabetes and antihypertension potential using in vitro methods. J Med Food.
2009;12(4):704-13. [PMID:19735168]
120. Rubilar M, Jara C, Poo Y, et al. Extracts of maqui ( Aristotelia chilensis ) and murta ( Ugni
molinae turcz.): Sources of antioxidant compounds and alpha-Glucosidase/alpha-amylase inhibitors. J
Agric Food Chem. 2011;59(5):1630-7. [PMID:21294510]
121. Shobana S, Sreerama YN, Malleshi NG. Composition and enzyme inhibitory properties of finger
millet (Eleusine coracana L.) seed coat phenolics: Mode of inhibition of α-glucosidase and pancreatic
amylase. Food Chem. 2009;115(4):1268-73. [doi: 10.1016/j.foodchem.2009.01.042]
122. Oboh G, Akinyemi AJ, Ademiluyi AO, Adefegha SA. Inhibitory effects of aqueous extract of two
varieties of ginger on some key enzymes linked to type-2 diabetes in vitro. J Food Nutr Res.
2010;49(1):14-20.
123. Palanisamy U, Manaharan T, Teng LL, et al. Rambutan rind in the management of
hyperglycemia. Food Res Int. 2011;44(7):2278-82. [doi:10.1016/j.foodres.2011.01.048]
124. Da Silva Pinto M, Kwon Y, Apostolidis E, et al. Potential of Ginkgo biloba L. leaves in the
management of hyperglycemia and hypertension using in vitro models. Bioresour Technol.
2009;100(24):6599-609. [PMID:19665890]
125. Conforti F, Statti G, Loizzo MR, et al. In vitro antioxidant effect and inhibition of alpha-amylase
of two varieties of Amaranthus caudatus seeds. Biol Pharm Bull. 2005;28(6):1098-102.
[PMID:15930754]
126. Garcia-Lafuente A, Guillamon E, Villares A, et al. Flavonoids as anti-inflammatory agents:
Implications in cancer and cardiovascular disease. Inflamm Res. 2009;58(9):537-52.
[PMID:19381780]
127. Havsteen B. Flavonoids, a class of natural products of high pharmacological potency. Biochem
Pharmacol. 1983;32(7):1141-8. [PMID:6342623]

34
128. Matsui T, Kobayashi M, Hayashida S, Matsumoto K. Luteolin, a flavone, does not suppress
postprandial glucose absorption through an inhibition of alpha-glucosidase action. Biosci Biotechnol
Biochem. 2002;66(3):689-92. [PMID:12005074]
129. Tadera K, Minami Y, Takamatsu K, Matsuoka T. Inhibition of alpha-glucosidase and alphaamylase by flavonoids. J Nutr Sci Vitaminol (Tokyo). 2006;52(2):149-53. [PMID:16802696]. *A
comprehensive review about flavonoids that inhibit porcine pancreatic alpha- amylase and their
structure elucidation.
130. Al-Dabbas MM, Kitahara K, Suganuma T, et al. Antioxidant and alpha-amylase inhibitory
compounds from aerial parts of Varthemia iphionoides Boiss. Biosci Biotechnol Biochem.
2006;70(9):2178-84. [PMID:16960381]
131. Kim SH, Joo MH, Yoo SH. Structural identification and antioxidant properties of major
anthocyanin extracted from Omija (Schizandra chinensis) fruit. J Food Sci. 2009;74(2):C134-40.
[PMID:19323727]
132. Jo S, Ha K, Moon K, et al. In vitro and in vivo anti-hyperglycemic effects of Omija (Schizandra
chinensis) fruit. Int J Mol Sci. 2011;12(2):1359-70. [PMID:21541063]
133. Katz DL, Doughty K, Ali A. Cocoa and chocolate in human health and disease. Antioxid Redox
Signal. 2011;15(10):2779-811. [PMID:21470061]
134. Yao H, Xu W, Shi X, Zhang Z. Dietary flavonoids as cancer prevention agents. J Environ Sci
Health C Environ Carcinog Ecotoxicol Rev. 2011;29(1):1-31. [PMID:21424974]
135. Shimizu M, Kobayashi Y, Suzuki M, et al. Regulation of intestinal glucose transport by tea
catechins. Biofactors. 2000;13(1-4):61-5. [PMID:11237201]
136. Bhandari MR, Jong-Anurakkun N, Hong G, Kawabata J. Alpha-Glucosidase and alpha-amylase
inhibitory activities of nepalese medicinal herb pakhanbhed (Bergenia ciliata, Haw.). Food Chem.
2008;106(1):247-52. [doi:10.1016/j.foodchem.2007.05.077]
137. Serrano J, Puupponen Pimiä R, Dauer A, et al. Tannins: Current knowledge of food sources,
intake, bioavailability and biological effects. Molecular nutrition & food research. 2009;53(S2):S31029. [PMID:19437486]
138. Ochir S, Nishizawa M, Park BJ, et al. Inhibitory effects of Rosa gallica on the digestive enzymes.
J Nat Med. 2010;64(3):275-80. [PMID:20232167]
139. Li H, Tanaka T, Zhang YJ, et al. Rubusuaviins A-F, monomeric and oligomeric ellagitannins
from Chinese sweet tea and their alpha-amylase inhibitory activity. Chem Pharm Bull (Tokyo).
2007;55(9):1325-31. [PMID:17827756]
140. de la Iglesia R, Milagro FI, Campion J, et al. Healthy properties of proanthocyanidins. Biofactors.
2010;36(3):159-68. [PMID:20232344]
141. Santos-Buelga C, Scalbert A. Proanthocyanidins and tannin-like compounds ? nature, occurrence,
dietary intake and effects on nutrition and health. J Sci Food Agric. 2000;80(7):1094-117.[ DOI:
10.1002/(SICI)1097-0010]
142. Gorinstein S. Comparative contents of dietary fiber, total phenolics, and minerals in persimmons
and apples. J Agric Food Chem. 2001;49:952-7. [PMID:11262055]

35
143. Lee YA, Cho EJ, Tanaka T, Yokozawa T. Inhibitory activities of proanthocyanidins from
persimmon against oxidative stress and digestive enzymes related to diabetes. J Nutr Sci Vitaminol.
2007;53(3):287-92. [PMID:17874835]
144. Goncalves R, Mateus N, de Freitas V. Inhibition of alpha-amylase activity by condensed tannins.
Food Chem. 2011;125(2):665-72. [DOI: 10.1016/j.foodchem.2010.09.061]
145. Kawakami K, Aketa S, Nakanami M, et al. Major water-soluble polyphenols, proanthocyanidins,
in leaves of persimmon (Diospyros kaki) and their alpha-amylase inhibitory activity. Biosci Biotechnol
Biochem. 2010;74(7):1380-5. [PMID:20622463]
146. Kar A, Choudhary BK, Bandyopadhyay NG. Comparative evaluation of hypoglycaemic activity
of some Indian medicinal plants in alloxan diabetic rats. J Ethnopharmacol. 2003;84(1):105-8.
[PMID:12499084]
147. Gupta RK, Kesari AN, Murthy PS, et al. Hypoglycemic and antidiabetic effect of ethanolic
extract of leaves of Annona squamosa L. in experimental animals. J Ethnopharmacol. 2005;99(1):7581. [PMID:15848023]
148. Macarulla MT, Martinez JA, Barcina Y, Larralde J. Intestinal absorption of D-galactose in the
presence of extracts from Phaseolus vulgaris hulls. Plant Foods Hum Nutr. 1989;39(4):359-67.
[PMID:2631090]
149. Gad MZ, El-Sawalhi MM, Ismail MF, El-Tanbouly ND. Biochemical study of the anti-diabetic
action of the Egyptian plants fenugreek and balanites. Mol Cell Biochem. 2006;281(1-2):173-83.[
PMID:16328970]
150. Hamdan II, Afifi FU. Screening of Jordanian flora for alpha-amylase inhibitory activity. Pharm
Biol. 2008;46(10-11):746-50. [DOI: 10.1080/13880200802316053]
151. Tanaka S, Han LK, Zheng YN, Okuda H. Effects of the flavonoid fraction from Ginkgo biloba
extract on the postprandial blood glucose elevation in rats. Yakugaku Zasshi. 2004;124(9):605-11.
[PMID:15340182]
152. Itoh T, Kita N, Kurokawa Y, et al. Suppressive effect of a hot water extract of adzuki beans
(Vigna angularis) on hyperglycemia after sucrose loading in mice and diabetic rats. Biosci Biotechnol
Biochem. 2004;68(12):2421-6. [PMID:15618610]
153. Kobayashi K, Saito Y, Nakazawa I, Yoshizaki F. Screening of crude drugs for influence on
amylase activity and postprandial blood glucose in mouse plasma. Biol Pharm Bull. 2000;23(10):12503. [PMID:11041262]
154. Tormo MA, Gil-Exojo I, Romero de Tejada A, Campillo JE. Hypoglycaemic and anorexigenic
activities of an alpha-amylase inhibitor from white kidney beans (Phaseolus vulgaris) in wistar rats. Br
J Nutr. 2004;92(5):785-90. [PMID:15533267]
155. Tormo MA, Gil-Exojo I, Romero de Tejada A, Campillo JE. White bean amylase inhibitor
administered orally reduces glycaemia in type 2 diabetic rats. Br J Nutr. 2006;96(3):539-44.
[PMID:16925860]

36
156. Kobayashi K, Ishihara T, Khono E, et al. Constituents of stem bark of Callistemon rigidus
showing inhibitory effects on mouse alpha-amylase activity. Biol Pharm Bull. 2006;29(6):1275-7.
[PMID:16755033]
157. Unno T, Osada C, Motoo Y, et al. Dietary tea catechins increase fecal energy in rats. J Nutr Sci
Vitaminol (Tokyo). 2009;55(5):447-51. [PMID:19926934]. *A publication demonstrating the in vivo
role of tea catechins reducing the absorption of energy nutrients via inhibition of digestive enzymes.
158. Hara Y, Honda M. The inhibition of alpha amylase by tea polyphenols. Agric Biol Chem.
1990;54:1939-45.
159. Han Q, Yu Q, Shi J, et al. Molecular characterization and hypoglycemic activity of a novel watersoluble polysaccharide from tea (Camellia sinensis) flower. Carbohydr Polym. 2011;86(2):797-805.
[doi:10.1016/j.carbpol.2011.05.039]
160. Torronen R, Sarkkinen E, Tapola N, et al. Berries modify the postprandial plasma glucose
response to sucrose in healthy subjects. Br J Nutr. 2010;103(8):1094-7. [PMID:19930765]
161. Lankisch M, Layer P, Rizza RA, DiMagno EP. Acute postprandial gastrointestinal and metabolic
effects of wheat amylase inhibitor (WAI) in normal, obese, and diabetic humans. Pancreas.
1998;17(2):176-81. [PMID:9700950]
162. Kodama T, Miyazaki T, Kitamura I, et al. Effects of single and long-term administration of wheat
albumin on blood glucose control: Randomized controlled clinical trials. Eur J Clin Nutr.
2005;59(3):384-92. [PMID:15674303]
163. Thom E. A randomized, double-blind, placebo-controlled trial of a new weight-reducing agent of
natural origin. J Int Med Res. 2000;28(5):229-33. [PMID:11092233]. **The first article, to our
knowledge, describing a human study using Phase 2 product as a pancreatic alpha- amylase inhibitor.
164. Udani J, Hardy M, Madsen DC. Blocking carbohydrate absorption and weight loss: A clinical
trial using Phase 2 brand proprietary fractionated white bean extract. Altern Med Rev. 2004;9(1):63-9.
[PMID:15005645]
165. Udani J, Singh BB. Blocking carbohydrate absorption and weight loss: A clinical trial using a
proprietary fractionated white bean extract. Altern Ther Health Med. 2007;13(4):32-7.
[PMID:17658120]
166. Celleno L, Tolaini MV, D'Amore A, et al. A dietary supplement containing standardized
Phaseolus vulgaris extract influences body composition of overweight men and women. Int J Med Sci.
2007;4(1):45-52. [PMID:17299581]
167. Boivin M, Zinsmeister AR, Go VL, DiMagno EP. Effect of a purified amylase inhibitor on
carbohydrate metabolism after a mixed meal in healthy humans. Mayo Clin Proc. 1987;62(4):249-55.
[PMID:2436011]
168. Vinson J. Investigation of an amylase inhibitor on human glucose absorption after starch
consumption. The Open Nutraceuticals J. 2009;2:88-91.
169. Koike T, Koizumi Y, Tang L, et al. The anti-obesity effect and the safety of taking phaseolamin™
1600 diet. J New Rem & Clin. 2005;54(7):1-16.

37
170. Kim Y, Jeong Y, Wang M, et al. Inhibitory effect of pine extract on α-glucosidase activity and
postprandial hyperglycemia. Nutrition. 2005;21(6):756-61. [PMID:15925302]
171. Hsieh SH, Shih KC, Chou CW, Chu CH. Evaluation of the efficacy and tolerability of miglitol in
Chinese patients with type 2 diabetes mellitus inadequately controlled by diet and sulfonylureas. Acta
Diabetol. 2011;48(1):71-7. [PMID:20963449]
172. Li C, Hung Y, Qamruddin K, et al. International noninterventional study of acarbose treatment in
patients with type 2 diabetes mellitus. Diabetes Res Clin Pract. 2011;92(1):57-64. [PMID:21251726]
173. Iwamoto Y, Kashiwagi A, Yamada N, et al. Efficacy and safety of vildagliptin and voglibose in
Japanese patients with type 2 diabetes: a 12-week, randomized, double-blind, active-controlled study.
Diabetes Obes Metab. 2010;12(8):700-8. [PMID:20590747]
174. Fujisawa T, Ikegami H, Inoue K, et al. Effect of two α-glucosidase inhibitors, voglibose and
acarbose, on postprandial hyperglycemia correlates with subjective abdominal symptoms. Metab Clin
Exp. 2005;54(3):387-90. [PMID:15736118]
175. Harikumar KB, Jesil AM, Sabu MC, Kuttan R. A preliminary assessment of the acute and
subchronic toxicity profile of phase2: an alpha-amylase inhibitor. Int J Toxicol. 2005;24(2):95-102.[
PMID:16036768]
176. Chokshi D. Toxicity studies of blockal, a dietary supplement containing Phase 2 Starch
Neutralizer (Phase 2), a standardized extract of the common white kidney bean (Phaseolus vulgaris).
Int J Toxicol. 2006;25(5):361-71. [PMID:16940008]
177. Bedekar A, Shah K, Koffas M. Natural products for type II diabetes treatment. In: Allen I. Laskin,
Sima Sariaslani, Geoffrey M. Gadd, editors. Advances in Applied Microbiology. Academic Press;
2010. p. 21-73. [PMID:20378050]
178. Shirosaki M, Koyama T, Yazawa K. Anti-hyperglycemic activity of kiwifruit leaf (Actinidia
deliciosa) in mice. Biosci Biotechnol Biochem. 2008;72(4):1099-102. [PMID:18391441]
179. Kato A, Minoshima Y, Yamamoto J, et al. Protective effects of dietary Chamomile tea on diabetic
complications. J Agric Food Chem. 2008;56(17):8206-11. [PMID:18681440]
180. Nampoothiri SV, Prathapan A, Cherian OL, et al. In vitro antioxidant and inhibitory potential of
Terminalia bellerica and Emblica officinalis fruits against LDL oxidation and key enzymes linked to
type 2 diabetes. Food and Chemical Toxicology. 2011;49(1):125-31. [PMID:20951180]
181. Dewanjee S, Gangopadhyay M, Das AK. Multimodal approaches of the hydroalcoholic extract of
Diospyros peregrina fruits in diabetic therapy. Nat Prod Res. 2011;25(8):827-33. [PMID:21331972]
182. Nickavar B, Amin G. Bioassay-guided separation of an alpha-amylase inhibitor anthocyanin from
Vaccinium arctostaphylos berries. Z Naturforsch C. 2010;65(9-10):567-70. [PMID:21138057]
183. Tsujita T, Yamada M, Takaku T, et al. Purification and characterization of polyphenols from
chestnut astringent skin. J Agric Food Chem. 2011;59(16):8646-54. [PMID:21777007]
184. Ono Y, Hattori E, Fukaya Y, et al. Anti-obesity effect of Nelumbo nucifera leaves extract in mice
and rats. J Ethnopharmacol. 2006;106(2):238-44. [PMID:16495025]

38
185. Tamil IG, Dineshkumar B, Nandhakumar M, et al. In vitro study on -amylase inhibitory
activity of an Indian medicinal plant, Phyllanthus amarus. Indian J Pharmacol. 2010;42(5):280-2.
[PMID:21206618]
186. Kim J, Hyun TK, Kim M. The inhibitory effects of ethanol extracts from sorghum, foxtail millet
and proso millet on α-glucosidase and α-amylase activities. Food Chem. 2011;124(4):1647-51.
[doi:10.1016/j.foodchem.2010.08.020]
187. Hargrove JL, Greenspan P, Hartle DK, Dowd C. Inhibition of aromatase and alpha-amylase by
flavonoids and proanthocyanidins from Sorghum bicolor bran extracts. J Med Food. 2011;14(7-8):799807. [PMID:21612457]
188. Palanisamy UD, Ling LT, Manaharan T, Appleton D. Rapid isolation of geraniin from Nephelium
lappaceum rind waste and its anti-hyperglycemic activity. Food Chem. 2011;127(1):21-7. [DOI:
10.1016/j.foodchem.2010.12.070]
189. Kotowaroo MI, Mahomoodally MF, Gurib-Fakim A, Subratty AH. Screening of traditional
antidiabetic medicinal plants of Mauritius for possible alpha-amylase inhibitory effects in vitro.
Phytother Res. 2006;20(3):228-31. [PMID:16521114]
190. Han LK, Sumiyoshi M, Zhang J, et al. Anti-obesity action of Salix matsudana leaves (part 1).
Anti-obesity action by polyphenols of Salix matsudana in high fat-diet treated rodent animals.
Phytother Res. 2003;17(10):1188-94. [PMID:14669254]
191. Akkarachiyasit S, Charoenlertkul P, Yibchok-anun S, Adisakwattana S. Inhibitory activities of
Cyanidin and its Glycosides and Synergistic Effect with Acarbose against intestinal alpha-Glucosidase
and Pancreatic alpha-Amylase. Int J Mol Sci. 2010;11(9):3387-96. [PMID:20957102]
192. Hamden K, Jaouadi B, Carreau S, et al. Therapeutic effects of soy isoflavones on alpha-amylase
activity, insulin deficiency, liver-kidney function and metabolic disorders in diabetic rats. Nat Prod
Res. 2011;25(3):244-55. [PMID:21108110]
193. Hansawasdi C, Kawabata J, Kasai T. Alpha-amylase inhibitors from roselle (Hibiscus sabdariffa
linn.) tea. Biosci Biotechnol Biochem. 2000;64(5):1041-3. [PMID:10879476]
194. Itoh T, Kobayashi M, Horio F, Furuichi Y. Hypoglycemic effect of hot-water extract of adzuki
(Vigna angularis) in spontaneously diabetic KK-a(y) mice. Nutrition. 2009;25(2):134-41.[
PMID:18929464]
195. Hamden K, Keskes H, Belhaj S, et al. Inhibitory potential of omega-3 fatty and fenugreek
essential oil on key enzymes of carbohydrate-digestion and hypertension in diabetes rats. Lipids Health
Dis. 2011;10(1):226. [PMID:22142357]
196. Parmar HS, Kar A. Antidiabetic potential of Citrus sinensis and Punica granatum peel extracts in
alloxan treated male mice. Biofactors. 2007;31(1):17-24. [PMID:18806305]
197. Parmar HS, Kar A. Antiperoxidative, antithyroidal, antihyperglycemic and cardioprotective role
of Citrus sinensis peel extract in male mice. Phytother Res. 2008;22(6):791-5. [PMID:18412146]

39

