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Abstract

Background: Galactomannan(s) are plant-derived fiber shown to reduce post-prandial blood glucose by delaying
intestinal absorption of carbohydrates and slowing down gastric emptying. We examined glucose-lowering effects
of BTI320, a propriety fractionated mannan(s) administered as a chewable tablet before meal in a proof-of-concept
study in Chinese subjects with prediabetes.

Methods: Sixty Chinese adults aged 18–70 years with either impaired fasting glucose, impaired glucose tolerance,
or glycated haemoglobin 5.7–6.4% (39-46 mmol/mol), were randomly assigned in 2:2:1 ratio to either BTI320 8 g
(high dose), BTI320 4 g (low dose) or matching-placebo three times daily before meal for 16 weeks. The primary
endpoint was change in fructosamine in subjects treated with BTI320 compared with placebo from baseline to
week 4. Indices of glycaemic variability based on continuous glucose monitoring (CGM) and standard meal
tolerance test were explored in secondary analyses.

Results: Of 60 subjects randomized, 3 subjects discontinued study treatment prematurely. In intention-to-treat
analysis, no significant differences in change in serum fructosamine between low or high dose BTI320 and placebo
were observed. Using random effect models, adjusted for variability by meals, treatment with low dose BTI320 was
associated with reduction in 1-h (p < 0.01), 2-h (p = 0.01) and 3-h (p = 0.02) post-prandial incremental glucose area-
under-curve and post-meal maximum glucose (p = 0.03) compared with placebo. Subjects receiving low dose
BTI320 had greater body weight reduction than placebo group.

Conclusions: BTI320 did not change fructosamine levels compared with placebo. BTI320 reduced glycaemic
variability based on CGM indices.

Trial registration: The study was registered at www.clinicaltrials.gov, reference number NCT02358668 (9 February 2015).
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Background
One in ten Chinese adults have diabetes and recent
estimates from the International Diabetes Federation
indicates that there are 11 million people living with dia-
betes in China [1, 2]. Individuals with impaired glucose
tolerance (IGT) or impaired fasting glucose (IFG) are at
increased risks of developing diabetes at estimated an-
nual conversion rates of 3–10% depending on the pres-
ence of other risk factors [3]. Diabetes may be prevented
or delayed through intensive lifestyle intervention and
pharmacological treatment agents [4–7]. The Diabetes
Prevention Program demonstrated that lifestyle modifi-
cation reduced progression to diabetes by 58% and met-
formin by 31% in people with pre-diabetes during the
2.8-year in-trial period, and that the benefits persisted at
up to 15 years post-intervention albeit attenuated [4, 8].
Similarly, the 3.3-year STOP-NIDDM trial reported 25%
relative risk reduction of incident diabetes with acarbose
compared to placebo in people with IGT [7]. Despite the
best clinical evidence and international guidelines, the
effects of diabetes prevention programs are often limited
and not sustained in real world setting due to poor
uptake and persistence as well as the safety concern of
systemic drug product exposure. As such, the rising bur-
den of type 2 diabetes and its associated morbidity and
mortality remain a global health problem of enormous
proportion [2].
A simple, non-systemic pharmacological approach to

disease management is a universal healthcare ideal, and
extracts of natural materials represent an explored oppor-
tunity. Specifically, galactomannan(s) are the active ingre-
dient in natural gum and are used extensively in food
industry as a thickener of free water [9]. Through its ac-
tion in increasing viscosity of gastrointestinal content, car-
bohydrates are slow to interact with digestive enzymes,
glucose absorption is delayed, and this results in dimin-
ution of post-prandial blood glucose excursion [10].
Galactomannan(s) have been previously examined in
humans for its beneficial effects on blood glucose, blood
cholesterol and body weight, although most of these stud-
ies were of small sample sizes with notable heterogeneity
in doses and preparation of the plant-derived gum tested
[11–17].
BTI320 is a proprietary combination of fractionated

mannans derived from guar gum and other plant sources
and is administered in the form of a chewable tablet. In an
earlier open-label study of 24 patients with type 2 dia-
betes, BTI320 8 g and 16 g taken before a test meal re-
duced 3-h post-prandial glucose area-under-curve (AUC)
in 75% of patients [18]. The main adverse events reported
in that study were increased flatulence and bloating. Here,
we examined the glycaemic efficacy, tolerability and safety
of 16 weeks’ intervention with BTI320 compared with pla-
cebo in Chinese adults with prediabetes. In the present

proof-of-concept study, we utilized a continuous glucose
monitor (CGM) device to monitor glucose levels at 3
multi-day periods throughout the 16 weeks’ study to
explore the effects of BTI320 on post-prandial glucose
excursion and variability.

Methods
Study design and subjects
We undertook a randomized, double-blind, placebo-
controlled, parallel arm study with the first subject
enrolled on 30 March 2015 and the last subject com-
pleted the study on 19 February 2016. The study was
conducted in the Diabetes and Endocrine Research
Centre of the Chinese University of Hong Kong (CUHK)
at the Prince of Wales Hospital, Hong Kong Special
Administrative Region. Subjects were identified from
non-specialist general medical or family medicine clinics
at the hospital. We recruited Chinese subjects aged
between 18 and 70 years inclusive, fulfilling at least two of
the following three criteria: 1) fasting plasma glucose
5.6–5.9 mmol/L (IFG) and/or 2-h plasma glucose 7.8–
11.0 mmol/L (IGT) during a standard 75 g oral glucose
tolerance test (OGTT); 2) glycated haemoglobin (HbA1c)
5.7–6.4% (39–46 mmol/mol); and 3) at least one of the
following risk factors of a) history of gestational diabetes,
b) history of diabetes in first degree relatives, and c) two
or more of metabolic syndrome components of triglycer-
ide ≥1.7 mmol/L, high density-lipoprotein (HDL) choles-
terol < 1.3 mmol/L in women or < 1.1 mmol/L in men,
waist circumference ≥ 80 cm in women or ≥ 90 cm in
men, or blood pressure (BP) ≥130/80 mmHg. Exclusion
criteria included current use of dietary supplements
known to affect glucose or galactose metabolism, use of
anti-diabetic medications in the previous 6 weeks, cardio-
vascular disease in the recent 12 months, renal impair-
ment with estimated glomerular filtration rate < 60 mL/
min/1.73m2, history of eating disorder, and known lactose
or galactose intolerance. The study was registered at
www.clinicaltrials.gov, reference number NCT02358668.

Randomisation
The randomization process involved the use of computer-
generated random numbers. Treatment group assignment
of each sequentially randomised subject were contained in
individually sealed, opaque and consecutively numbered
envelops, which were opened by a non-study personnel.

Intervention
Subjects meeting eligibility criteria were randomly assigned
to receive BTI320 4 g (n = 24), BTI320 8 g (n = 24) or
matching placebo (n = 12) orally three times daily,
10 min before each main meal for 16 weeks. Each 4-g
tablet of BTI320, administered as a chewable tablet, con-
tained 2.0 g of the key ingredient mannan polysaccharides.
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Other ingredients included food grade sorbitol, magne-
sium stearate, malic acid, natural flavors and colors.
Subjects were instructed to maintain their usual dietary
pattern and physical exercise levels. Subjects were
reviewed every 4 weeks for assessment of adverse
events and drug compliance, the latter was established
by counting the returned tablets.

Clinical measurements
Serum fructosamine was measured at baseline and
4-weekly interval until completion of treatment at
16 weeks, HbA1c at baseline and 16 weeks, and OGTT
at screening and 30-day post-treatment visit. Meal tol-
erance test (MTT) using a standardized meal of 500 kcal
was conducted at baseline, 4 weeks and 16 weeks measur-
ing plasma glucose, insulin, C-peptide and glucagon-like
peptide (GLP)-1 at 0, 15, 30, 60, 90 and 120 min. The
standard meal consisted of two pieces of pineapple short-
cakes and one carton of soymilk with nutritional break-
down as follows: carbohydrates 75.7 g (57.1% of total
energy intake), fat 21.2 g (35.9% of total energy intake)
and protein 9.3 g (7.0% of total energy intake).
Seventy-two-hour CGM using the Medtronic iPro®2 CGM
and Enlite sensor was performed at baseline, 4 weeks
and 16 weeks. Other metabolic parameters (body
weight, waist circumference, BP, lipid [total cholesterol,
HDL-cholesterol, triglyceride, low density-lipoprotein
cholesterol], high-sensitivity C-reactive protein [hs-CRP])
and safety parameters (renal function, liver function and
complete blood count) were measured at regular intervals.
Fructosamine was measured using colorimetric test

by reaction with nitroblue tetrazolium. The measuring
range of the fructosamine assay was 14–1000 μmol/L,
intra-assay coefficient of variations (CVs) were 0.8%
and 0.5% at concentration of 275 μmol/L and 515 μmol/L,
respectively, and inter-assay CVs were 1.5% and 1.2% at
concentrations of 262 μmol/L and 489 μmol/L, respect-
ively. Glycated haemoglobin was measured using im-
munoassay traceable to the National Glycohaemoglobin
Standardisation Program and the International Federation
of Clinical Chemistry standards. The measuring range of
HbA1c assay was 0.3–3.4 g/dL, inter-assay CVs were 1.2%
and 0.7% at concentrations of 5.3% Hb and 9.6% Hb, re-
spectively, and inter-assay CVs were 2.2% and 1.9% at con-
centrations of 5.0% and 10.4% Hb, respectively. Insulin
was measured by immunoassay which had a measuring
range of 2–300 mIU/L with intra-assay CVs of 3.6% and
2.9% at concentrations of 11.7 mIU/L and 51.2 mIU/L,
respectively, and inter-assay CVs of 6.7% and 5.3% at con-
centrations of 11.2 mIU/L and 47.4 mIU/L, respectively.
C-peptide was measured using immunoassay which had
measuring range of 0.1–20 μg/L with intra-assay CV of
2.8% and 1.7% at concentrations of 0.7 μg/L and 6.2 μg/L,
respectively, and inter-assay CVs of 3.5% and 6.3% at

concentrations of 0.8 μg/L and 6.3 μg/L, respectively.
Glucagon-like peptide 1 was measured by enzyme-linked
immunosorbent assay (Immuno-Biological Laboratories
Co. Ltd., Japan). The measuring range of GLP-1 was 1.25–
80 pmol/L, intra-assay CVs were 9.8% and 2.2% at concen-
trations of 5.0 pmol/L and 7.8 pmol/L, respectively, and
inter-assay CVs were 10.3% and 5.7% at concentrations of
6.1 pmol/L and 11.0 pmol/L, respectively. Glucose, total
cholesterol, HDL-cholesterol and triglyceride were mea-
sured using the enzymatic colorimetric method. Insulin
and C-peptide were analysed by the Siemens IMMULITE®
2000 XPi Immunoassay System, HbA1c was measured on
the Roche Cobas Integra 800 System (Roche Diagnostic
GmbH, Mannheim, Germany), GLP-1 was measured
manually, and the rest of the assays were measured on
the Roche Cobas c8000 Analytical System (Roche Diag-
nostic GmbH, Mannheim, Germany). All laboratory
tests were performed in the Department of Chemical
Pathology, the CUHK, the Prince of Wales Hospital,
which was accredited by the National Association of
Testing Authorities, Australia and the Royal College of
Pathologists of Australasia for medical testing.
All subjects completed Food Frequency Questionnaire,

Hill and Blundell questionnaire on appetite, International
Physical Activity Questionnaire, and World Health
Organisation Quality of Life questionnaire at baseline,
4 weeks and 16 weeks.

Efficacy endpoints
The primary endpoint was change in serum fructosa-
mine in subjects treated with low dose and high dose
BTI320 compared with placebo from baseline to 4 weeks.
The main secondary endpoints were changes in calcu-
lated indices of glycaemic variability (mean post-prandial
incremental AUC [AUCpp] at 1 h, 2 h and 3 h, mean
post-meal maximum glucose [MPMG], AUC-180, mean
amplitude of glucose excursion [MAGE], standard
deviation [SD], and percent CV) based on CGM data in
subjects treated with low dose and high dose BTI320
compared with placebo during the study. The AUCpp
is the area above pre-prandial glucose starting from the
beginning of each main meal to 1 h, 2 h and 3 h after
the meal, obtained using the trapezoidal rule. The MPMG
is the mean maximal glucose value within 3 h after each
main meal. The AUC-180 is the AUC for glucose level
above 180 mg/dL (10 mmol/L). The MAGE is the mean
difference in glucose values between consecutive peaks
and nadirs, only considering changes above and below
mean glucose of more than 1 SD [19]. The percent CV
is SD divided by mean glucose values. Other secondary
endpoints included changes in HbA1c, 2-h AUC of
plasma glucose, insulin, C-peptide and GLP-1 post-MTT,
body weight, BPs, lipids, hs-CRP, as well as changes in
self-reported dietary intake and satiety from baseline to
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end of treatment in subjects treated with low dose and
high dose BTI320 compared with placebo.

Safety endpoints
Laboratory safety variables analyzed were renal function,
liver function and complete blood counts. Self-reported
adverse events including hypoglycaemic events were
captured and analyzed.

Statistical analysis
In our estimation of sample size, we assumed a mean
serum fructosamine level of 273 μmol/L with SD of
22.5 μmol/L in the placebo arm, and a change of 10% in
fructosamine level would be detected using a two-sided
5% level test with 80% power if there were 11 subjects
per arm.
Efficacy analyses were performed in the intention-to-treat

population which consisted of all randomized subjects who
have received at least one dose of the assigned treatment. A
per protocol analysis was also performed in subjects who
have taken at least 70% of the treatment. Analysis of covari-
ance (ANCOVA) was used to measure the changes in
serum fructosamine, and changes in other glycaemic and
metabolic indices from baseline to week 4 and week 16
between intervention arms, adjusted for age, gender
and baseline measurements. The effects of low or high
dose BTI320 compared with placebo on CGM gly-
caemic variability indices were further explored using
random effect models with repeated measurements ad-
justed for intra-individual between-meal and between
meal-day variability, age and gender. Linear mixed ef-
fect is a common statistical method to address repeated
measurements [20, 21]. Post-hoc subgroup analysis was
conducted on significant CGM glycaemic variability indi-
ces by dividing the population into 1) Low and high body
mass index (BMI) stratified by the population BMI me-
dian; 2) Younger and older age groups by population age
median; and 3) With IFG and/or IGT at baseline and with-
out IGF and IGT at baseline. Analysis was performed
using Statistical Analysis Software Version 9.4.

Results
Subject disposition and baseline clinical characteristics
A total of 77 subjects were screened and 60 subjects met
eligibility for randomisation (Additional file 1: Figure S1).
Twenty-four subjects were assigned to treatment with low
dose BTI320, 24 subjects to high dose BTI320, and 12
subjects to placebo. Two subjects receiving low dose
BTI320 withdrew from the study due to adverse events
(one withdrew due to serious adverse event of osteosar-
coma, and another due to abdominal pain), and 1 subject
receiving high dose BTI320 withdrew consent for
non-medical reasons. Overall 55 subjects have taken more

than 70% of the study treatment and were included in the
per protocol analysis.
The mean age of the cohort was 56.4 ± 9.1 years and

46.7% were male. At baseline, 4 subjects (6.7%) had IFG
only, 23 subjects (38.3%) had IGT only, 15 (25.0%) had
both IFG and IGT, and 18 (30.0%) had normal fasting
glucose and glucose tolerance but HbA1c between 5.7–
6.4% (39–46 mmol/mol). Mean serum fructosamine
and HbA1c were 272.1 ± 19.9 μmol/L and 6.0 ± 0.3%
(42 ± 2.1 mmol/mol), respectively. Glycaemic indices
were comparable among the three intervention arms at
baseline (Table 1).

Primary endpoint
In the intention-to-treat analysis, changes in serum fruc-
tosamine levels from baseline to 4 weeks were − 5.2, −
9.4 and − 8.8 μmol/L in subjects receiving low dose
BTI320, high dose BTI320 and placebo, respectively
(Fig. 1). The estimated mean differences in the change in
serum fructosamine levels from baseline to 4 weeks were
not significant for the comparison between low dose
BTI and placebo (mean difference 2.5 [95% confidence
interval {CI} -6.3, 11.2] μmol/L, p = 0.57) and between
high dose BTI and placebo (mean difference − 1.6 [95%
CI -10.3, 7.1] μmol/L, p = 0.72), adjusted for gender, age,
and baseline fructosamine (Table 2, Fig. 1). Analysis of
the per protocol population yielded similar results.

Secondary endpoints
Parameters of post-prandial glucose excursion and gly-
caemic variability were calculated for each subject based
on data from CGM. Using ANCOVA with adjustment for
gender, age and baseline values, we did not detect signifi-
cant differences in CGM glycaemic parameters between
treatment with low dose or high dose BTI320 and placebo.
Using random effect models adjusted for variability by
meals, treatment with low dose BTI320 was associated
with reduction in 1-h, 2- h and 3-h AUCpp and MPMG
compared with placebo by 16 weeks (Table 3). The SDs at
1-h, 2-h and 3-h post-meal were lower in the low dose
BTI320 group although the differences just missed statis-
tical significance. Treatment with high dose BTI320 did
not differ from placebo with respect to CGM parameters
in random effect models.
At 16 weeks, serum fructosamine levels were reduced

by 5.0 and 6.8 μmol/L in subjects receiving low dose and
high dose BTI320, respectively but the changes did not
differ from placebo. Similarly, there were no differences
in changes in HbA1c from baseline to 16 weeks between
intervention with BTI320 and placebo (Table 2). The
AUC of glucose, C-peptide, insulin and GLP-1 over 2 h
post-MTT were similar in the 3 groups at 4 weeks and
16 weeks (Table 2). At 30 days following treatment
completion, 0% of subjects on low dose BTI320, 4.3% of

Luk et al. BMC Endocrine Disorders  (2018) 18:59 Page 4 of 10



those on high dose BTI320, 0% of those on placebo had
normal glucose tolerance and HbA1c < 5.7% (39 mmol/
mol).
Body weight was significantly reduced in the low dose

but not the high dose BTI320 group. At 16 weeks, the
mean change in body weight relative to placebo was −
1.7 (95% CI -3.2, − 0.1) kg in subjects receiving low dose

BTI320 (p = 0.03) and − 0.1 (95% CI -1.7, 1.4) kg in those
receiving high dose BTI320 (p = 0.86) (Table 2). There
were no differences in changes in total cholesterol,
LDL-cholesterol, triglyceride, HDL-cholesterol, urate,
hs-CRP, systolic and diastolic BPs between treatment
with either doses of BTI320 and placebo. Caloric intake
as estimated using food frequency questionnaire as well

Table 1 Baseline clinical characteristics of subjects in low dose BTI320, high dose BTI320 and placebo groups

Placebo Low Dose BTI320 High Dose BTI320

Number 12 24 24

Demographics

Age, years 57.1 ± 10.9 54.1 ± 8.6 58.5 ± 8.5

Male, % (n) 25.0 (3) 54.2 (13) 50.0 (12)

Metabolic Parameters

Body weight, kg 63.9 ± 20.0 74.2 ± 16.9 71.0 ± 16.2

Body mass index, kg/m2 25.1 ± 4.3 28.0 ± 5.8 26.9 ± 4.4

Waist, cm 88.0 ± 15.7 95.0 ± 15.6 90.6 ± 9.1

Systolic BP, mmHg 127.8 ± 8.7 121.7 ± 13.2 125.4 ± 16.2

Diastolic BP, mmHg 80.4 ± 7.3 78.4 ± 6.8 78.7 ± 7.2

Total cholesterol, mmol/L 5.3 ± 0.8 4.9 ± 1.1 4.9 ± 1.0

LDL-cholesterol, mmol/L 3.3 ± 0.6 2.9 ± 0.9 2.9 ± 0.8

Triglyceride, mmol/L 1.4 ± 0.6 1.2 ± 0.4 1.4 ± 0.8

HDL-cholesterol, mmol/L 1.5 ± 0.3 1.5 ± 0.3 1.4 ± 0.4

Fructosamine, μmol/L 278.9 ± 22.0 268.5 ± 18.3 272.2 ± 20.2

HbA1c, % (mmol/mol) 6.1 ± 0.3
(43 ± 2.2)

6.0 ± 0.3
(42 ± 2.1)

6.0 ± 0.30
(42 ± 2.1)

Hypertension, % (n) 58.3 (7) 45.8 (11) 54.2 (13)

Dyslipidemia, % (n) 33.3 (4) 25.0 (6) 41.7 (10)

Obesity, % (n) 25.0 (3) 16.7 (4) 20.8 (5)

Glycemic Status

IFG, % (n) 0.0 (0) 12.5 (3) 4.2 (1)

IGT, % (n) 41.7 (5) 41.7 (10) 33.3 (8)

Both IFG/IGT, % (n) 33.3 (4) 16.7 (4) 29.2 (7)

NGT and HbA1c 5.7–6.4% (39–46 mmol/mol) only, % (n) 25.0 (3) 29.2 (7) 33.3 (8)

CGM Parameters

1-h AUCpp, mmol/L×hour 6.33 ± 0.64 5.91 ± 0.53 6.22 ± 0.72

2-h AUCpp, mmol/L×hour 13.49 ± 1.43 12.68 ± 1.21 13.64 ± 1.87

3-h AUCpp, mmol/L×hour 20.20 ± 2.20 18.90 ± 1.69 20.20 ± 2.59

72-h AUC-180, mmol/L×hour 2.73 ± 7.64 0.40 ± 1.85 1.71 ± 3.35

MBG, mmol/L 6.45 ± 0.54 6.01 ± 0.45 6.20 ± 0.63

MPMG, mmol/L 8.07 ± 1.00 7.45 ± 0.78 8.20 ± 1.31

MAGE, mmol/L 3.21 ± 3.16 2.06 ± 0.69 2.68 ± 1.01

CV, % 18.00 ± 7.60 15.49 ± 4.43 19.07 ± 6.61

SD, mmol/L 1.18 ± 0.59 0.93 ± 0.28 1.19 ± 0.44

Expressed as mean ± standard deviation, or percentage (number) as appropriate
AUC area-under-curve, AUCpp post-prandial incremental area-under-curve, BP blood pressure, CGM Continuous Glucose monitoring, CV coefficient of variation,
HbA1c glycated haemoglobin, HDL high density-lipoprotein, IFG impaired fasting glucose, IGT impaired glucose tolerance, LDL low density-lipoprotein, MAGE mean
amplitude of glucose excursion, MBG mean blood glucose, MPMG mean post-meal maximum glucose, NGT normal glucose tolerance, SD standard deviation
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as self-reported satiety did not differ between the 3
groups.

Subgroup analysis
Post-hoc subgroup analysis was conducted to test the ef-
fects of low dose and high dose BTI320 on changes in 1-h,
2- h and 3-h AUCpp from baseline. Firstly, treatment ef-
fects were examined in subjects of high (BMI ≥26 kg/m2)
and low (BMI < 26 kg/m2) BMI (Additional file 2: Table

S1). In the high BMI group, BTI320 in both low and high
doses reduced AUCpp compared with placebo, whereas in
the low BMI group, AUCpp was decreased with low but
not high dose BTI320. Next, we examined treatment ef-
fects by IFG and IGT status (Additional file 2: Table S2).
In the group with IFG and/or IGT, low dose and not high
dose BTI320 reduced AUCpp, consistent with results from
the main analysis. In contrast, in the group without IFG
and IGT, treatment effects were not demonstrated with

Fig. 1 Changes in serum fructosamine levels from baseline in low dose BTI320, high dose BTI320 and placebo groups

Table 2 Changes in glycemic and metabolic indices from baseline between low dose or high dose BTI320 and placebo in the
intention-to-treat analysis

Clinical Variable Low Dose BTI320 High Dose BTI320

Week 4 Week 16 Week 4 Week 16

Mean Difference
(95% CI)

p* Mean Difference
(95% CI)

p* Mean Difference
(95% CI)

p* Mean Difference
(95% CI)

p*

Serum fructosamine, μmol/L 2.46 (−6.28, 11.20) 0.57 1.14 (−9.17, 11.45) 0.83 −1.57 (− 10.3, 7.11) 0.72 − 0.92 (− 11.1, 9.27) 0.86

HbA1c, % – – − 0.01 (− 0.13, 0.10) 0.83 – – − 0.04 (− 0.16, 0.08) 0.48

2-h glucose AUC post-MTT,
mmol/L×min

65.0 (− 14.4, 144.5) 0.11 −13.6 (− 99.6, 72.3) 0.75 68.9 (− 9.9, 147.7) 0.09 40.0 (−43.9, 123.9) 0.34

2-h insulin AUC post-MTT,
mIU/L×min

1219.2 (− 1129.0, 3567.7) 0.30 −980.0 (− 2604.0, 643.8) 0.23 1111.2 (− 1211.0, 3433.2) 0.34 323.9 (− 1269.0, 1916.6) 0.68

2-h C-peptide AUC post-MTT,
μg/L×min

128.4 (−22.4, 279.2) 0.09 15.0 (− 99.6, 129.6) 0.79 101.8 (− 47.3, 250.9) 0.18 60.1 (− 52.5, 172.6) 0.29

2-h GLP-1 AUC post-MTT,
pmol/L×min

42.8 (− 144.8, 230.3) 0.65 − 120.2 (− 385.3, 144.9) 0.37 32.2 (− 149.7, 214.1) 0.72 49.0 (− 198.1, 296.2) 0.69

Systolic BP, mmHg −6.4 (− 15.3, 2.5) 0.16 −2.2 (− 9.8, 5.5) 0.57 − 2.4 (− 11.2, 6.4) 0.58 1.0 (− 6.6, 8.6) 0.79

Body weight, kg 0.0 (−1.2, 1.3) 0.95 −1.7 (−3.2, − 0.1) 0.03 0.7 (− 0.5, 1.9) 0.26 − 0.1 (− 1.7, 1.4) 0.86

Total cholesterol, mmol/L 0.06 (− 0.31, 0.43) 0.75 0.03 (− 0.39, 0.44) 0.90 − 0.21 (− 0.58, 0.16) 0.26 − 0.22 (− 0.63, 0.20) 0.30

LDL-cholesterol, mmol/L 0.07 (− 0.28, 0.41) 0.69 0.10 (− 0.28, 0.48) 0.59 − 0.26 (− 0.60, 0.09) 0.14 − 0.18 (− 0.56, 0.20) 0.35

hs-CRP, mg/L 0.77 (−0.79, 2.33) 0.33 0.62 (− 1.32, 2.57) 0.52 0.15 (− 1.39, 1.70) 0.84 1.13 (−0.78, 3.05) 0.24

*The p-values of treatment effects were obtained by ANCOVA analysis adjusted for age, gender and baseline measurements
AUC area under curve, BP blood pressure, CI confidence interval, CRP C-reactive protein, GLP-1 glucagon-like peptide-1, HbA1c glycated haemoglobin,
hs-CRP high-sensitivity C-reactive protein, LDL low density-lipoprotein, MTT meal tolerance test
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BTI320 of either doses, although subject number was
small in this group (n = 18). Lastly, in subgroup analysis
conducted in younger (< 59 years) and older (≥59 years)
age groups, we detected reduction in AUCpp with high
dose but not low dose BTI320 among younger subjects
whilst reduction was observed with low dose but not high
dose BTI320 in older subjects (Additional file 2: Table S3).

Safety endpoints
Treatment with BTI320 for 16 weeks had no effects on
pre-specified safety parameters of renal function, liver
function and blood counts. Significantly more subjects re-
ceiving either low or high dose BTI320 reported abdom-
inal distension and increased flatulence (Additional file 2:
Table S4). There was no difference in the frequency of
gastrointestinal symptoms between the low dose and high
dose groups. One subject randomized to low dose BTI320
was diagnosed to have osteosarcoma of the left femur
during the study and later required chemotherapy and
amputation of the affected leg. The serious adverse event
was deemed unrelated to BTI320 as the subject reported
history of leg pain at screening prior to commencement of
study intervention. Hypoglycaemia was not reported in
any of the subjects throughout the treatment period.

Discussion
In this proof-of-concept study of Chinese subjects with
prediabetes, treatment with BTI320 at either low or
high doses was not associated with significant changes
in serum fructosamine levels compared with placebo at
4 weeks. Despite absence of significant reduction in

serum fructosamine, subjects assigned BTI320 experi-
enced less glycaemic variability as evidenced by dimin-
ished post-prandial glucose AUC and MPMG during
CGM. Post-prandial glucose control is difficult to achieve
in individuals with type 2 diabetes and results from the
present study suggest that therapeutic action of BTI320
may be extended to this disease population.

Glycaemic action of BTI320
The glucose-lowering effect of galactomannan in the form
of guar gum in patients with type 2 diabetes has been
examined in previous studies. In an early double-blind
cross-over study of 11 patients with non-insulin treated
diabetes, Aro and colleagues observed reduction in fasting
and post-prandial glucose following 3 months of dietary
supplementation with 21 g of guar gum per day in divided
doses [12]. Fuessel and colleagues evaluated the effects of
guar gum administered in the form of granules sprinkled
over meals at a dose of 5 g per meal in 18 patients with
type 2 diabetes and similarly found a diminution of
post-prandial glucose AUC when guar gum was consumed
prior to standard meal tolerance test [14]. In a single arm
study by Groop and colleagues of 15 patients with
diet-controlled diabetes, 15 g of guar gum granules per
day taken with water or added to food resulted in signifi-
cant lowering of HbA1c and fructosamine but not fasting
plasma glucose over a 48-week intervention period [22].
Dall’alba and colleagues confirmed modest reduction in
HbA1c and not fasting glycaemia following 6 weeks’
treatment with 10 g per day of partially hydrolyzed guar
gum in a recent study of 44 patients with metabolic
syndrome and type 2 diabetes [17]. Although these
studies were of small number sample sizes and many
were not placebo-controlled, the predominant effect of
guar gum supplementation on post-prandial over fast-
ing glucose was consistently observed, in keeping with
the proposed interfering action of galactomannan on ab-
sorption of carbohydrates in the gastrointestinal tract [10].
In the present study, we detected significant attenuation

in several CGM glycaemic variability parameters among
subjects with prediabetes receiving low dose BTI320. Ac-
cordingly, treatment with low dose BTI320 reduced 1-h,
2-h and 3-h incremental post-prandial glucose AUC by
0.30, 0.59 and 0.74 mmol/L×hour, respectively, compared
with placebo. The maximum blood glucose within 3 h
post-meal was lowered by 0.42 mmol/L in subjects receiv-
ing low dose BTI320 compared with placebo. Reductions
were also observed in the high dose group albeit not
reaching statistical significance. Contrary to effects on
glycaemic variability, there were no significant changes in
serum fructosamine or HbA1c at up to 16 weeks of inter-
vention when compared with placebo. The predominant
action of BTI320 in suppressing post-prandial glucose ex-
cursion might not be of sufficient magnitude to translate

Table 3 Changes in CGM glycaemic indices from baseline
between low dose or high dose BTI320 and placebo using
random effect models with repeated measurements adjusted
for intra-individual between-meal and between meal-day
variability

CGM
Parameter

Low Dose BTI320 High Dose BTI320

Mean Difference
(95% CI)

p Mean Difference
(95% CI)

p

AUCpp at 1 h −0.30 (− 0.48, − 0.11) < 0.01 −0.14 (− 0.32, 0.04) 0.13

AUCpp at 2 h −0.59 (− 1.01, − 0.18) 0.01 −0.17 (− 0.57, 0.24) 0.42

AUCpp at 3 h −0.74 (− 1.35, − 0.14) 0.02 −0.17 (− 0.75, 0.42) 0.57

MPMG −0.42 (− 0.81, − 0.03) 0.03 −0.09 (− 0.48, 0.29) 0.63

SD at 1 h −0.05 (− 0.13, 0.02) 0.18 0.01 (− 0.06, 0.09) 0.73

SD at 2 h −0.07 (− 0.15, 0.00) 0.06 0.03 (− 0.05, 0.10) 0.46

SD at 3 h −0.07 (− 0.15, 0.00) 0.06 0.03 (− 0.05, 0.10) 0.46

% CV at 1 h −0.48 (− 1.46, 0.50) 0.34 0.22 (− 0.73, 1.18) 0.64

% CV at 2 h −0.62 (− 1.50, 0.26) 0.17 0.39 (− 0.46, 1.24) 0.37

% CV at 3 h −0.65 (− 1.62, 0.31) 0.18 0.42 (− 0.51, 1.36) 0.37

AUCpp post-prandial incremental area-under-curve, CGM Continuous Glucose
monitoring, CI Confidence interval, CV coefficient of variation, MPMG mean
post-meal maximum glucose, SD standard deviation
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into discernable changes in serum fructosamine and
HbA1c which comprise both fasting and post-prandial
periods of glycaemia. It is also noteworthy that
mannans-containing compounds such as BTI320 theoret-
ically blunts post-prandial hyperglycaemia by slowing
down the rate of glucose absorption more so than redu-
cing the absolute amount absorbed, which in part explains
the absence of reduction in overall glycaemia as measured
using conventional glycaemic markers. As we have con-
ducted our study in subjects with prediabetes who have
less pronounced glucose fluctuation, this might have lim-
ited the study power to demonstrate significant glycaemic
effects compared with testing in population with overt
diabetes.
In previous investigations of healthy individuals and in

patients with type 2 diabetes, addition of guar gum to a
standard oral glucose load or test meal dampened
post-prandial rise in plasma insulin and gastric inhibi-
tory polypeptide [23, 24]. In our study, the reduction in
post-prandial glucose was not accompanied by changes
in 2-h AUC of insulin, C-peptide and GLP-1 during
MTT, although there were non-significant trends of
lower insulin and GLP-1 levels in the low dose BTI320
group compared with placebo.

Mechanisms of action of galactomannan
The mechanisms of blood glucose lowering and metabolic
effects of guar gum have been extensively studied in the last
two decades. For instance, galactomannan has been shown
to increase viscosity of gastrointestinal content which in
turn resists the movement of carbohydrates to the absorp-
tive surface of the intestine, thus reducing accessibility of
digestive enzymes to their substrates resulting in delayed
glucose absorption [25]. Other evidence suggested that
galactomannan may directly bind to and inhibit digestive
enzymes such as alpha-amylase [26]. More recently, colonic
fermentation of ingested guar gum has been demonstrated
to alter short-chain fatty acid composition in the colon and
modulate colonic microbiota [27, 28]. For example, con-
sumption of guar gum promotes the production of propio-
nic acid which has been reported to have favorable action
on cholesterol and glucose metabolism [29]. Given our in-
creasing knowledge regarding the roles of incretin biology
[30] and microbiome [31] on intermediary metabolism as
well as the proven effects of alpha-glucosidase inhibitor, a
compound sharing similar actions as guar gum, in prevent-
ing diabetes in subjects with IGT [7], long-term use of
galactomannan has the potential to stall progression to dia-
betes in at-risk individuals.

Weight effects of BTI320
Rodents being fed guar gum consistently exhibited re-
duced food intake and less weight gain [32]. In a small
study of 21 obese subjects, administration of 10 g of

guar gum twice daily for 8 weeks lowered body weight
and was associated with fall in hunger rating [33]. The
viscous nature of the food bolus mixed with guar gum
slows down gastric emptying which augments satiety
and facilitates portion control [34]. In the present study,
we also observed modest decrease in body weight in the
low dose BTI320 group, although we did not detect
differences in caloric intake and in measures of satiety
between subjects exposed and those not exposed to
BTI320.

Tolerance
BTI320 was relatively well tolerated. Between 17 and
25% of participants assigned BTI320 developed abdom-
inal distension and 29–33% reported increased flatulence
but only 3 subjects had to stop study drug prematurely
because of adverse effects. These gastrointestinal symp-
toms were likely due to increased bacterial digestion of
complex carbohydrates in the colon producing gas.
Hypoglycaemic symptoms were not reported in any of
the subjects. In the STOP-NIDDM study, about one
third of participants discontinued acarbose prematurely
[7]. Advantages of BTI320 over acarbose which shares
similar action mechanisms are the improved tolerability
and ease of administration.

Study limitations
We acknowledge the following limitations of our study.
Firstly, as our ultimate goal was to explore the clinical util-
ity of this drug derived from natural compounds in pre-
vention of diabetes, we have only included subjects with
prediabetes. As such, our results cannot be extrapolated
to people with diabetes. Secondly, fructosamine was used
as a measure of short term glycaemia and there are limita-
tions associated with this test. Fructosamine does not fully
capture post-prandial hyperglycaemia which may be better
reflected using other markers such as 1,5-anhydroglucitol,
which were not measured in the present study. Thirdly,
only subjects of Chinese ethnicity were tested and our re-
sults may not be generalised to people of other ethnic or
cultural groups who have different dietary pattern. Fourly,
we did not demonstrate a dose-related response and only
low dose BTI320 showed statistical efficacy in the reduc-
tion of both blood glucose and body weight. The small
sample size might have limited the study power to conclu-
sively examine glucose-lowering action of BTI320.
Inter-individual variability with respect to meal content,
meal size and post-prandial glucose absorption might
challenge the strength of the study to assess dose re-
sponse, particularly if subjects in the three intervention
groups might not have been balanced in this respect due
to small numbers. Importantly, differences in age, BMI
and IFG / IGT status between the three groups at baseline
might also have contributed to the unexpected absence of
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treatment effects with the higher dose in the main ana-
lysis. In this regard, post-hoc subgroup analysis was
conducted to explore whether treatment effects differ by
these parameters. Here, we observed reductions in
AUCpp with high dose as well as low dose BTI320 among
obese subjects, whilst changes were not seen with high
dose BTI320 in the non-obese group, suggesting that
baseline BMI is one of the explanatory variables for the
lack of treatment effects in the high dose group when the
cohort was analysed in its entirety. We speculate that
obese subjects, who are likely to have different eating
habits to non-obese individuals, derive greater weight and
hence glucose benefits than lean subjects.

Conclusions
In this proof-of-concept study of subjects with prediabe-
tes, low dose BTI320 (4 g three times daily) did not reduce
fructosamine levels at 4 weeks as specified in the primary
endpoint but attenuated post-prandial rise in blood glu-
cose based on CGM with modest weight loss. Future re-
search will be required to test and confirm the glycaemic
and weight effects of BTI320 in a larger sample.

Additional files

Additional file 1: Figure S1. Subject disposition. (DOCX 37 kb)

Additional file 2: Table S1. Subgroup analysis (high and low BMI
groups) on the changes in post-prandial incremental area-under-curve
from baseline between low dose or high dose BTI320 and placebo using
random effect models with repeated measurements adjusted for intra-
individual between-meal and between meal-day variability. Table S2.
Subgroup analysis (patients with IFG and IGT, and without with IFG and
IGT) on the changes in post-prandial incremental area-under-curve from
baseline between low dose or high dose BTI320 and placebo using
random effect models with repeated measurements adjusted for intra-
individual between-meal and between meal-day variability. Table S3.
Subgroup analysis (younger and elder groups) on the changes in post-
prandial incremental area-under-curve from baseline between low dose
or high dose BTI320 and placebo using random effect models with
repeated measurements adjusted for intra-individual between-meal and
between meal-day variability. Table S4. Frequencies of gastrointestinal
adverse events among subjects in low dose BTI320, high dose BTI320
and placebo groups. (DOCX 18 kb)

Abbreviations
ANCOVA: Analysis of Covariance; AUC: Area-under-curve; BP: Blood pressures;
CGM: Continuous glucose monitoring; CI: Confidence interval; CUHK: Chinese
University of Hong Kong; CV: Coefficient of variations; GLP: Glucagon-like
peptide; HbA1c: Glycated haemoglobin; HDL: High density-lipoprotein; hs-
CRP: high-sensitivity-C reactive protein; IFG: Impaired fasting glucose;
IGT: Impaired glucose tolerance; LDL: Low density-lipoprotein; MAGE: Mean
amplitude of glucose excursion; MPMG: Mean post-meal maximum glucose;
MTT: Meal tolerance test; OGTT: Oral glucose tolerance test; SD: Standard
deviation

Acknowledgements
We thank the nursing and research staff at the Diabetes and Endocrine
Research Centre, the Prince of Wales Hospital, for their tremendous efforts in
recruiting and managing study subjects.

Funding
The study was sponsored by Sugardown Company Limited, Hong Kong. The
Sponsor was involved in study design but had no role in data collection,
analysis and data interpretation.

Availability of data and materials
The data that support the findings of this study are available from
Sugardown Company Limited, Hong Kong, but restrictions apply to the
availability of these data. Data are however available from the authors upon
reasonable request and with permission of Sugardown Company Limited.

Authors’ contributions
AOYL contributed to conception of the study, acquisition of data, interpretation
of results, drafted the manuscript, and approved the final version. BCYZ and MC
contributed to statistical analysis, conception of the study, and approved the
final version. RO, MHMC, RCWM, APSK, FCCC, and JCNC contributed to
conception of the study, acquisition of data, and approved the final version.
CWR contributed to conception of the study and approved the final version.
AOYL is the guarantor of this work and has full access to all the data in the
study and takes responsibility for the integrity of the data and the accuracy of
the analysis.

Ethics approval and consent to participate
The study was approved by the Joint CUHK – New Territories East Cluster
Clinical Research Ethics Committee (reference number 2014.426). The study
was conducted in accordance to the Declaration of Helsinki and the
International Conference on Harmonisation of Technical Requirements for
Registration of Pharmaceuticals for Human Use Guidelines for Good
Clinical Practice. All subjects provided written informed consent to
participate in the study.

Consent for publication
Not applicable.

Competing interests
Andrea O.Y, Luk is a member of advisory boards for Astra Zeneca and
Amgen, and has previously received research grants from Sanofi, Boehringer
Ingelheim and Merck. Juliana C.N. Chan is a member of advisory boards,
speaker bureaus and steering committees of multinational studies sponsored
by companies including Bayer, Merck, Pfizer, Sanofi, Astra Zeneca, Lilly and
Novo-Nordisk with consultancy fees which have been donated to the Chin-
ese University of Hong Kong for supporting education and research in dia-
betes. Carl W. Rausch is the Chairman and Chief Executive Officer of Boston
Therapeutics Inc., and Boston Therapeutics Inc. is involved in the develop-
ment of BTI320. The remaining authors have no competing interests to
declare.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in
published maps and institutional affiliations.

Author details
1Department of Medicine and Therapeutics, The Chinese University of Hong
Kong, Shatin, Hong Kong. 2Li Ka Shing Institute of Health Science, The
Chinese University of Hong Kong, Prince of Wales Hospital, Shatin, Hong
Kong. 3School of Public Health and Primary Care, The Chinese University of
Hong Kong, Prince of wales Hospital, Shatin, Hong Kong. 4Boston
Therapeutics Inc., 354 Merrimack Street #4, Lawrence, MA 01843, USA.
5Department of Chemical Pathology, The Chinese University of Hong Kong,
Prince of Wales Hospital, Shatin, Hong Kong. 6Diabetes and Endocrine
Research Centre, The Prince of Wales Hospital, Shatin, New Territories, Hong
Kong.

Received: 20 December 2017 Accepted: 21 August 2018

References
1. Wang L, Gao P, Zhang M, et al. Prevalence and ethnic pattern of diabetes

and prediabetes in China in 2013. JAMA. 2017;317:2515–23.
2. International Diabetes Federation. IDF Diabetes Atlas. 8th ed. Brussels,

Belgium: International Diabetes Federation; 2017.

Luk et al. BMC Endocrine Disorders  (2018) 18:59 Page 9 of 10

https://doi.org/10.1186/s12902-018-0288-5
https://doi.org/10.1186/s12902-018-0288-5


3. Inzucchi SE, Sherwin RS. The prevention of type 2 diabetes mellitus.
Endocrinol Metab Clin N Am. 2005;34:199–219.

4. Knowler WC, Barette-Conner E, Fowler SE, et al. Diabetes prevention
program research group. Reduction in the incidence of type 2 diabetes
with lifestyle intervention or metformin. N Engl J Med. 2002;346:393–403.

5. Tuomilehto J, Lindstrom J, Eriksson JG, et al. Finnish diabetes prevention study
group. Prevention of type 2 diabetes mellitus by changes in lifestyle among
subjects with impaired glucose tolerance. N Engl J Med. 2001;344:1343–50.

6. Gerstein HC, Yusuf S, Bosch J, et al. DREAM (diabetes reduction assessment
with Ramipril and rosiglitazone medication) trial investigators. Effect of
rosiglitazone on the frequency of diabetes in patients with impaired
glucose tolerance or impaired fasting glucose: a randomized controlled trial.
Lancet. 2006;368:1096–105.

7. Chiasson JL, Josse RG, Gomis R, et al. STOP-NIDDM trial research group.
Acarbose for prevention of type 2 diabetes mellitus: the STOP-NIDDM
randomized trial. Lancet. 2002;359:2072–7.

8. Diabetes Prevention Program Research Group. Long-term effects of lifestyle
intervention or metformin on diabetes development and microvascular
complications over 15-year follow-up: the diabetes prevention program
outcomes study. Lancet Diabetes Endocrinol. 2015;3:866–75.

9. Butt MS, Shahzadi N, Sharif MK, et al. Guar gum: a miracle therapy for
hypercholesterolemia, hyperglycemia and obesity. Crit Rev Food Sci Nutr.
2007;47:389–96.

10. Papathanasopoulos A, Camilleri M. Dietary fiber supplements: effects in
obesity and metabolic syndrome and relationship to gastrointestinal
functions. Gastroenterology. 2010;138:65–72.

11. Jenkins DJ. Diabetic glucose control, lipids and trace elements on long-term
guar. Br Med J. 1980;1:1353.

12. Aro A, Uusitupa M, Voutilainen E, et al. Improved diabetic control and
hypocholesterolaemic effect induced by long-term dietary supplementation
with guar gum in type 2 (insulin-independent) diabetes. Diabetologia.
1981;21:29–33.

13. Vaaler S, Hanssen KF, Dahl-Jorgensen K, et al. Diabetic control is improved
by guar gum and wheat bran supplementation. Diabet Med. 1986;3:230–3.

14. Fuessl HS, Williams G, Adrian TE, et al. Guar sprinkled on food: effect on
glycaemic control, plasma lipids and gut hormones in non-insulin
dependent diabetic patients. Diabet Med. 1987;4:463–8.

15. Uusitupa M, Siitonen O, Savolainen K, et al. Metabolic and nutritional effects
of long-term use of guar gum in the treatment of non-insulin dependent
diabetes of poor metabolic control. Am J Clin Nutr. 1989;49:345–51.

16. Morgan LM, Tredger JA, Wright J, et al. The effect of soluble and insoluble-
fibre supplementation on post-prandial glucose tolerance, insulin and
gastric inhibitory polypeptide secretion in healthy subjects. Br J Nutr. 1990;
64:103–10.

17. Dall’alba V, Silva FM, Antonio JP, et al. Improvement of the metabolic
syndrome profile by soluble fibre – guar gum – in patients with type 2
diabetes, a randomized clinical trial. Br J Nutr. 2013;110:1601–10.

18. Trask LE, Kasid N, Homa K, et al. Safety and efficacy of the nonsystemic
chewable complex carbohydrate dietary supplement paz320 on
postprandial glycemia when added to oral agents or insulin in patients with
type 2 diabetes mellitus. Endocr Pract. 2013;19:627–32.

19. Service FJ, Molnar GD, Rosevear JW, et al. Mean amplitude of glycemic
excursions, a measure of diabetic instability. Diabetes. 1970;19:644–55.

20. McCulloch CE, Neuhaus JM. Generalized linear mixed models. John Wiley &
Sons, Ltd 2001.

21. Laird NM, Ware JH. Random-effects models for longitudinal data. Biometrics.
1982;38:963–74.

22. Groop PH, Aro A, Stenman S, et al. Long-term effects of guar gum in
subjects with non-insulin-dependent diabetes mellitus. Am J Clin Nutr.
1993;58:513–8.

23. Braaten JT, Wood PJ, Scott FW, et al. Oat gum lowers glucose and insulin
after an oral glucose load. Am J Clin Nutr. 1991;53:1425–30.

24. Morgan LM, Tredger JA, Wright J, et al. The effect of soluble and insoluble-
fibre supplementation on post-prandial glucose tolerance, insulin and
gastric inhibitory polypeptide secretion in health subjects. Br J Nutr.
1990;64:103–10.

25. Edwards CA, Johnson IT, Read NW. Do viscous polysaccharides slow
absorption by inhibiting diffusion or convection? Eur J Clin Nutr. 1988;
42:307–12.

26. Slaughter SL, Ellis PR, Jackson EC, et al. The effect of guar galactomannan
and water availability during hydrothermal processing on the hydrolysis of

starch catalyzed by pancreatic alpha-amylase. Biochim Biophys Acta. 2002;
1571:55–63.

27. Topping DL, Clifton PM. Short-chain fatty acids and human colonic
function: roles of resistant starch and nonstarch polysaccharides. Physiol
Rev. 2001;81:1031–64.

28. Den Besten G, Bleeker A, Gerding A, et al. Short-chain fatty acids protect
against high-fat diet-induced obesity via a PPARɣ-dependent switch from
lipogenesis to fat oxidation. Diabetes. 2015;64:2398–408.

29. Berggren AM, Nyman EM, Lundquist I, et al. Influence of orally and rectally
administered propionate on cholesterol and glucose metabolism in obese
rats. Br J Nutr. 1996;76:287–94.

30. Nauck MA, Baller B, Meier JJ. Gastric inhibitory polypeptide and glucagon-
like peptide-1 in the pathogenesis of type 2 diabetes. Diabetes. 2004;
53(Suppl 3):S190–6.

31. Karlsson F, Tremaroli V, Nielsen J, Backhed F. Assessing the human gut
microbiota in metabolic diseases. Diabetes. 2013;62:3341–9.

32. Frias ACD, Sgarbieri VC. Guar gum effects on food intake, blood serum
lipids and glucose levels of Wistar rats. Plants Foods Human Nutr.
1999;53:15–28.

33. Krotkiewski M. Effect of guar gum on body-weight, hunger ratings and
metabolism in obese subjects. Br J Nutr. 1984;52:97–105.

34. Jenkins DJ, Wolever TM, Leeds AR, et al. Dietary fibres, fibre analogues, and
glucose tolerance: importance of viscosity. Br Med J. 1978;1:1392–4.

Luk et al. BMC Endocrine Disorders  (2018) 18:59 Page 10 of 10


	Abstract
	Background
	Methods
	Results
	Conclusions
	Trial registration

	Background
	Methods
	Study design and subjects
	Randomisation
	Intervention
	Clinical measurements
	Efficacy endpoints
	Safety endpoints
	Statistical analysis

	Results
	Subject disposition and baseline clinical characteristics
	Primary endpoint
	Secondary endpoints
	Subgroup analysis
	Safety endpoints

	Discussion
	Glycaemic action of BTI320
	Mechanisms of action of galactomannan
	Weight effects of BTI320
	Tolerance
	Study limitations

	Conclusions
	Additional files
	Abbreviations
	Acknowledgements
	Funding
	Availability of data and materials
	Authors’ contributions
	Ethics approval and consent to participate
	Consent for publication
	Competing interests
	Publisher’s Note
	Author details
	References

