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The oral bioavailability of curcumin from micronized
powder and liquid micelles is significantly increased
in healthy humans and differs between sexes
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Scope: Curcumin revealed various health-beneficial properties in numerous studies. However
its bioavailability is low due to its limited intestinal uptake and rapid metabolism. The aim of
our project was to develop novel curcumin formulations with improved oral bicavailability and
to study their safety as well as potential sex-differences.

Methods and results: In this crossover study, healthy subjects (13 women, 10 men) took, in
random order, a single oral dose of 500 mg curcuminoids as native powder, micronized powder,
or liquid micelles. Blood and urine samples were collected for 24 h and total curcuminoids and
safety parameters were quantified. Based on the area under the plasma concentration-time
curve (AUC), the micronized curcumin was 14-, 5-, and 9-fold and micellar curcumin 277-,
114-, and 185-fold better bioavailable than native curcumin in women, men, and all subjects,
respectively. Thus, women absorbed curcumin more efficiently than men. All safety parameters
remained within the reference ranges following the consumption of all formulations.
Conclusion: Both, the micronized powder and in particular the liquid micellar formulation of
curcumin significantly improved its oral bioavailability without altering safety parameters and
may thus be ideally suited to deliver curcumin in human intervention trials. The observed sex
differences in curcumin absorption warrant further investigation.
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1 Introduction

Curcumin is a lipophilic phenolic substance with a charac-
teristic yellow color derived from the rhizome of the plant
turmeric (Curcuma longa) and is commonly used as an ad-
ditive (E100) for food coloring and flavoring by the food in-
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dustry and in private homes, especially in the Indian sub-
continent [1]. Curcumin is the most biologically active con-
stituent of the curry spice turmeric and possesses a num-
ber of beneficial biological and pharmacological activities [2).
Curcumin was suggested to act on multiple molecular and
cellular targets in the pathophysiology of cancer [3,4], diabetes
mellitus [5], cardiovascular [6-9], neurological diseases [10],
multiple sclerosis [11], and theumatism [12]. The mecha-
nisms implicated include anti-inflammatory [13-15], antioxi-
dant [16], immunemodulatory [17], proapoptotic [18-20], and
antiangiogenic activities [21-23], and the prevention of mito-
chondrial dysfunction [24, 25].

The trial was registered at clinicaltrials.gov with the study ID
NCT01925287.
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Although these data indicate beneficial effects of cur-
cumin in the context of various diseases, its low systemic
bioavailability hinders its clinical development [26]. Cur-
cumin is biotransformed, predominantly in the liver, to di-
hydrocurcumin and tetrahydrocurcumin and these metabo-
lites are converted to mono-glucuronidated conjugates.
Curcumin-, dihydrocurcumin-, and tetrahydrocurcumin-
glucuronides, as well as tetrahydrocurcumin are the major
metabolites of curcumin in vivo [27]. Tn humans, due to its
fast metabolic turnover in the liver and intestinal wall, blood
concentrations of curcumin are low and tissue distribution is
limited following oral dosing [28-36]. Maximum plasma cur-
cumin concentrations in humans, even upon intake of doses
as high as 10 or 12 g curcumin, remain in the low nanomolar
range (<160 nmol/L) [30].

In consideration of the potent health-beneficial properties
of curcumin, researchers have tried to increase the uptake
and retention of the phytochemical in the body. A number
of different strategies, such as the inhibition of curcumin
metabolism with adjuvants and novel solid and liquid oral
delivery systems, have been investigated for their potential
to enhance the biological availability of curcumin [28, 37-41].
Pharmacokinetic data for novel oral delivery systems, namely
the concomitant administration of the adjuvant piperine with
curcumin and the application of crystalline curcumin in a
micronized form, have been published recently and suggest
an ~20- and ~28-fold increase in bioavailability (based on
area under the plasma concentration—time curve (AUC)) com-
pared to native curcumin, respectively [28, 39].

As the extent to which a substance can be absorbed de-
pends on its solubility in the aqueous phase of the digestive
fluids, we aimed at testing two different strategies, namely
micellation and micronization, to enhance the aqueous sol-
ubility of curcumin. Both micronization and micellar for-
mulation are common methods employed to enhance the
bioavailability of drugs [42]. Curcumin was thus incorporated
into a micronized powder or liquid micelles and its absorp-
tion and excretion kinetics were investigated in a single-blind
crossover study with healthy female and male subjects. A
particular aim of our project was to investigate potential sex
differences in curcumin absorption and the safety of the novel
curcummin formulations in healthy humans.

2 Subjects and methods
2.1 Curcumin formulations

The native curcumin powder (Jupiter Leys, Cochin, Ker-
ala State, India) used in all formulations contained 82%
curcumin, 16% demethoxycurcumin (DMC), and 2% bis-
demethoxycurcumin (BDMC). The curcumin micronisate
was produced by RAPS GmbH & Co. KG (Kulmbach, Ger-
many) using their “concentrated powder form” technology
[43] by mixing 25% curcumin powder with 58.3% triacetin
and 16.7% panodan (E472e) and spraying the solution onto
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the porous excipient silicon dioxide. The resulting curcumin
micronisate contained 17.2% curcumin powder, which is
equivalent to 14.1% curcumin, Curcumin micelles were com-
posed of 7% curcumin powder (equivalent to 6% curcumin)
and 939 Tween-80 (Kolb, Hedingen, Switzerland) and man-
ufactured by AQUANOVA AG (Darmstadt, Germany). All
percentages refer to weight.

2.2 Subjects

Twenty-three healthy subjects (13 women, 19-28 years;
10 men, 20-28 years) with routine blood chemistry values
within the normal ranges participated in this study (Ta-
ble 1). Exclusion criteria were overweight (BMI =30 kg/m?),
metabolic and endocrine diseases, pregnancy, lactation, drug
abuse, use of dietary supplements or any form of medication
(with the exception of oral contraceptives), smoking, frequent
alcohol consumption (>20 g ethanol/day), adherence to a re-
strictive dietary regimen, physical activity of more than 5
h/wk, participation in a clinical trial within the past 3 months
prior to recruitment, or a known intolerance against curcuma.
All subjects were asked to maintain their regular lifestyles and
usual extent of physical activities during the study period. The
study protocol was approved by the ethics committee of the
State Medical Society of Baden-Wiirttemberg, Germany, and
was in conformance with the Declaration of Helsinld. Written
informed consent was obtained from all participants before
inclusion in the trial.

2.3 Study design
2.3.1 Run-in phase

The volunteers were asked to avoid foods containing cur-
cumin, turmeric (C. longa Linn.), or curry for 1 wk prior to
and throughout the entire study. To this end, a list of foods
containing curcumin (E100) was provided. Compliance with
these dietary restrictions was controlled by measuring con-
centrations of curcumin, DMC, and BDMC in fasting plasma
samples and urine samples at baseline.

2.3.2 Intervention

The study followed a single-blind crossover design with three
study arms separated by =1-wk washout periods. A standard-
ized dinner was provided on the evening before the trial and
standardized meals were provided during the entire day of
the intervention (see Supporting Information Table 1). The
curcumin formulations were administered in the morning
after 2 12 h overnight fast. All participants orally ingested in
random order a single dose of 500 mg curcuminoids (contain-
ing 410 mg curcumin, 80 mg DMC, and 10 mg BDMC) as
native powder, micronized powder, or liquid micelles mixed

www.mnf-journal.com
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Table 1. Baseline characteristics (mean + SD) of the participants at screening®

Variable Women (n = 13) Men (n = 10) p-Value
Age (years) 23+ 3 2543 ns
Body height {m) 1.65 + 0.06 1.76 + 0.06 0.0019
Body weight (kg) 571 & 3.1 73.6 £ 1.1 0.0011
BMI (kg/m?) 211+ 1.5 238 + 2.6 0.0201
Total cholesterol (mg/dL) 184 + 21.3 178 = 37.0 ns
LDL cholesterol (mg/dL) 112 £ 20.3 110 + 30.6 ns
HDL cholesterol (mg/dL) 67 + 14.4 52 + 9.8 0.0086
Triacylglycerols (mg/dL) 95 + 43.9 97 +£ 47.3 ns
Fasting plasma glucose (mg/dL) 82 + 11.4 86 + 10.6 ns
Haematocrit (%) 435 + 2.4 4164 + 2.2 ns
Blood Hb (g/dL) 14 + 0.2 16 + 0.7 0.0118
Systolic blood pressure (mmHg) 124 + 11.2 131 £ 13.3 ns
Diastolic blood pressure {(mmHg) 75 + 6.8 73 + 34 ns

a) Statistical differences between women and men were calculated by an unpaired Student’s ttest.

into 50 g woodruff syrup. Water was available for consump-
tion during the entire day and neither food nor water intake
were restricted during meals. Blood samples were collected
at: 0 (before curcumin ingestion), 0.5, 1, 1.5, 2, 4, 6, 8, and
24 h after the curcumin dose. Blood samples were drawn from
an indwelling venous cannula. Urine was collected starting
with the second voiding of the bladder during the 24-h period
of the intervention day. Urine bottles (containing 30 mL of
a 109 phosphoric acid solution) were exchanged just before
{0), and then at 6, 12, and 24 h after curcumin intake. Urine
volumes were recorded and 15 mL aliquots for each period
were stored at —80°C until analyzed.

2.3.3 Blood sampling and processing

For the determination of plasma concentrations of curcumin,
BDMC, and DMC, blood was collected in tubes containing
EDTA (Sarstedt AG & Co, Niimbrecht, Germany), immedi-
ately centrifuged (1008 x g, 10 min, 4°C), and the obtained
plasma samples were stored at —80°C until further analysis.
For the analyses of total, LDL-, and HDL-cholesterol, triacyl-
glycerols (TAG), and liver and kidney function markers (all
analyses performed by the clinical laboratory Laborirzte Sin-
delfingen, Sindelfingen, Germany), and serum was obtained
from blood sampled at the 0, 4, and 24 h time points.

2.4 HPLC analyses of curcumin, DMC, and BDMC
in plasma and urine samples

Curcuminoids were extracted using a modified method of
Heath et al. [44]. Plasma and urine samples were thawed in
the dark at room temperature. One milliliter plasma and
10 kL 10 N hydrochloric acid were pipetted into a test tube.
Urine samples were adjusted to pH 4.5-5.0 with sodium hy-
droxide or hydrochloric acid, respectively, and 1 mL trans-
ferred into a test tube. To each plasma or urine sample, 100 wL

© 2014 The Authors. Moelecular Nutrition & Food Research published by Wiley-VCH Verlag GmbH & Go. KGaA, Weinheim.

beta-glucuronidase type H-1 from Helix pomatia (3 mg/100
pL in 0.1 M sodium acetate buffer; Sigma-Aldrich Chemie
GmbH, Schnelldorf, Germany) were added and samples in-
cubated at 37°C for 45 min. Plasma samples were extracted
with 3 mL of extraction solvent (95% ethyl acetate and 5%
methanol v/v) and inverted for 30 min. Urine samples were
extracted with 3 mL of extraction solvent and vortex-mixed for
30 s. Samples were centrifuged at 1008 x g for 5 min at 4°C
and the supernatants transferred to clean glass tubes. The
extraction was repeated twice with 3 mL extraction reagent
and the pooled supernatants were evaporated to dryness
using an RVC 2-25 CDplus centrifugal evaporator (Martin
Christ Gefriertrocknungsanlagen GmbH, Osterode am Harz,
Germany). The dried residue was dissolved in 150 pL
methanol, vortex-mixed for 30 s, left in the dark at room tem-
perature for atleast 10 min, and vortex-mixed again (20 s), The
content of each test tube was transferred to an HPLC sample
vial and 20 pL injected into the HPLC system. Chromato-
graphic separation was carried out on a Jasco X-LC system
(3180MX, 3159A8, 3185PU; Gross Umstadt, Germany) using
a Kinetex PFP column (150 x 4.6 mm, 2.6 pm; Phenomenesx,
Aschaffenburg, Germany) and a mobile phase of 3.25% ACN,
01.75% methanol, and 35% deionized water (all by vol; ad-
justed to pH 3 with perchloric acid), which was delivered at a
flow rate of 1.6 mL/min. The column temperature was main-
tained at 30°C and the analytes were quantified with a Jasco
X-LC 3120FP Fluorescence Detector with excitation and emis-
sion wavelengths set at 426 and 536 nm. Curcuminoids were
quantified against external standard curves. Curcumin (CAS
# 458-37-7; purity >97.2%), DMC (CAS #22608-11-13; pu-
rity =98.3%), and BDMC (CAS # 24939-16-0; purity >99.4%)
standards were obtained from Chromadex (Irvine, USA).

2.5 Statistical analyses

Statistical analyses were performed and the AUC was cal-
culated using the software package GraphPad Prism 6

www.mnf-journal.com
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Figure 1. Mean {+ SEM) total plasma curcumin (A, B}, DMC (C, D}, and BDMC (E, F) concentrations {nmol/L} following the ingestion of a
single oral dose of 500 mg curcuminoids (410 mg curcumin, 80 mg DMC, 10 mg BDMC) as native (dots), micronisate (squares), or micelles
(triangles) in women (n = 13) and men {(n = 10). The small inserts show the comparisons between native and micronized curcumin only.

for Mac OS X (version 6.0c; GraphPad Software, Inc., La
Jolla, CA, USA). Differences between baseline characteristics
(Table 1) in women and men were calculated by an unpaired
Student’s t-test. The effects of the different curcumin formu-
lations and sex on absorption kinetics (Table 2) were analyzed
by a two-way ANOVA. Differences between baseline (0 h) and
the following time points among the three treatment groups
were tested for significance by repeated measures ANOVA.
Differences were considered significant at p < 0.05. Reported
values are arithmetic means with SD or SEM, as indicated.

3 Results

3.1 Baseline characteristics of the participants,
safety parameters, and adverse effects

Routine blood chemistry values were within the normal
ranges for all subjects at baseline (Table 1). Mean systolic
blood pressure in males was slightly higher than the normal
range, but was accepted because it is unlikely to affect ab-
sorption and excretion kinetics. All participants were within
the normal range for BMI and blood lipids. Men, compared
with women, had a significantly higher BMI, lower fasting
serum HDL cholesterol concentrations as well as higher
blood hemoglobin concentrations at the time of screening
(Table 1). Serum lipids and biomarkers of liver and kidney

© 2014 The Authors. Molecular Nutrition & Food Research published by Wilsy-VCH Verlag GmbH & Co. KGaA, Weinheim.

function were all within normal ranges at baseline as well
as 4 and 24 h after the administration of the different cur-
cumin formulations and no significant differences were ob-
served between groups (Supporting Information Table 2).
The following adverse effects were reported after the intake
of native curcumin: flatulence (one man), stomach ache (one
man), and yellowish stool (one man); of micronized cur-
cumin: yellowish diarrhea (one woman), yellowish stool {one
man and one woman), and an increase of the stool volume
(one woman); and of curcumin micelles: mild nausea (seven
women, three men), vomiting (one woman), mild fatigue (one
woman), mild headache (one woman), mild stomachache
(one womany), and incidental regurgitation {one woman).

3.2 Plasma total curcumin, DMC, and BDMC

Curcumin, DMC, or BDMC were not detected in any of the
baseline fasting plasma samples. Maximum plasma total cur-
cumin, DMC, and BDMC concentrations (maximum plasma
concentration (Cy,,)) and their respective AUC were signifi-
cantly higher after the consumption of curcumin micronisate
and micelles than native curcumin (Fig. 1). A significant gen-
der effect was observed for AUC; women had significantly
higher plasma AUC than men for all three curcuminoids,
with the only exception of total plasma curcumin AUC for
native curcumin, which was numerically higher due to the

www.mnf-journal.com
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large interindividual differences in absorption of native cur-
cumin in men (Table 2). The relative systemic availability
of curcumin, as determined by comparing the plasma AUC,
was 14, 5, and 9 times higher in women, men, and all sub-
jects, respectively, after ingestion of curcumin micronisate,
and 277-,114-,and 185-fold higher, respectively, following the
ingestion of curcumin micelles compared to the native form
(Table 2). Relative to native curcumin, Cy., following micro-
nisate ingestion were 11-, 3-, and 6-fold higher in women,
men, and all subjects, respectively, and 806-, 251-, and
453-fold higher after ingestion of curcumin micelles. The
micelles, but not the micronisate, significantly reduced the
time to reach the maximum plasma concentration (T;.,) for
all three curcuminoids in women and men (Table 2). No sex
differences were observed for any of the curcuminoids with
respect to Crygy OF Ty (Fig. 1 and Table 2).

0.6 + 0.6
4.2 + 2.6
7.1+ 3.8

All

04 + 0.2
2.0+ 0.6
4.8 + 1.9

Men

BDMC
Women
1.0 & 0.8
5.8 +£ 2.6
9.0 £ 4.0
<0.0001
<0.0001

35+ 34
51.4 4 54.0
217.8 + 1134

All

3.3 Urinary excretion of curcumin, DMC, and BDMC

Cumulative urinary excretion of total curcumin, DMC, and
BDMC over 24 h was significantly increased following the
consumption of curcumin micronisate and micelles com-
pared to native curcumin and both the formulation and sex
significantly affected curcumin excretion (Table 3). The ex-
cretion of all three curcuminoids was approximately two to
three times higher in women than men (Table 3). The mean
percentages of the oral curcumin dose recovered as total cur-
cumin in the 24 h urine samples of all subjects (1 = 23) were
0.002 £ 0.012, 0.007 £ 0.005, and 0.151 -+ 0.082% for native,
micronized, and micellar curcumin, respectively.

25 + 3.2
205 + 12,7
122.9 + 62.4

Men

(version 6.0b; GraphPad Software, Inc.) to evaluate effects attributed to curcumin

(n) was 13 women and 10 men for the native curcumin and curcumin micelles, and, because of a dropout during the study, nine

6.1 + 7.1
67.3 + 58.6
301.1 + 68.5
<0.0001
<0.0001

DMC
Women

336.6

4 Discussion

51 + 3.3
70.6 + 54.3
s

All
753.4

Curcumin and related curcuminoids are potent agents in cell
culture and animal models, but have so far shown limited bi-
ological potency in clinical trials when administered as native
compounds [29, 33-35]. This discrepancy is largely attributed
to their low oral bioavailability, which results from their poor
solubility in the aqueous phase of the digestive fluids, and
their rapid intestinal and hepatic metabolism and urinary
excretion [2]. We therefore developed two novel curcumin
formulations and aimed at testing their absorption kinetics
in healthy women and men.

We investigated the relative bioavailability of curcumin
from the micronisate and micelles, compared to the native
phytochemical, in a single-dose experiment by measuring
the peak blood concentration (C,.), the time to reach the
peak concentration (T,..), and the AUC. The AUC is the
most reliable measure of the biological availability because
it takes into account the entire response over time, whereas
Ciax, which is used by some researchers to describe the “fold-
increase in bioavailability,” measures only one point in time
and is therefore less robust [45].

» DMC, and BDMC ({nmol/g creatinine; mean * SD) over 24 h in subjects consuming a single oral dose of

410 mg curcumin, 80 mg DMC, and 10 mg BDMC) as native powder, micronized powder, or liquid micelles?

40 + 2.6
334 + 15.8
503.7 + 223.0

Men

7.0 =49
95.4 £ 57.1
961.56 + 267.8

<0.0001
<0.0001

Curcumin

Women

500 mg curcuminoids {

a) Two-way ANOVA was performed using the software package GraphPad Prism 6 for Mac OS X

formulation and to sex. The number of observations

Table 3. Cumulative urinary excretion of curcumin
men for the curcumin micronisate intervention.

Native
Micronisate
Micelles

p For formulation
p For sex

© 2014 The Authors. Molecular Nutrition & Food Research published by Wiley-VCH Verlag GmbH & Co. KGaA, Weinhaim. www.mnf-journal.com
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The ingestion of a single oral dose of 500 mg curcum-
inoids (410 mg curcumin) as micelles resulted in a mean
plasma Cp,,; 0f 3228 nmol /L for all study subjects compared to
7 nmeol/L after the administration of native curcuminoids. To
the best of our knowledge, the hitherto highest published
curcumin plasma C,,., of 8420 nmol/L were achieved with a
single oral dose of 10 g curcumin [30], followed by C.. of 1770
and 1765 nmol/L after intake of a single oral dose of 8 g native
or 376 mg liposomal curcumin (“Meriva”; Table 4) [31, 38].
Only very small amounts of curcumin reach the circulation
after oral administration in humans, even when very high
doses of native curcumin are administered (Tables 4 and 5).
Therefore, solutions to overcome the low bioavailability of
curcumin, such as the inhibition of curcumin metabolism
with adjuvants as well as novel solid and liquid oral delivery
systems, are intensively investigated. Solid lipid nanoparticles
and a micronized form of crystalline curcumin have already
been introduced to clinical trials [9, 46].

The use of adjuvants, such as piperine [28] or turmeric
essential oils [37], enhanced curcumin bioavailability (based
on AUC) 20- or 7-fold, respectively (Table 5). Incorporation
of curcumin into lecithin (mainly phosphatidylcholine) lipo-
somes resulted in a ca. fourfold better absorption (based on
AUC) than native curcumin in nine healthy volunteers [38].
The bioavailability of a micronized form of crystalline cur-
cumin (“Theracurmin™,” prepared from curcumin, ghatti
gum, and water), compared to native curcumin, was 27-fold
increased (Table 5) [39]. Thus, our micellar delivery system,
which enhanced curcumin bioavailability 185-fold (all sub-
jects), appears to be superior to all hitherto tested formula-
tions, while our micronisate {ninefold increase in AUC) is
similarly effective as previously reported strategies (Table 5).
Furthermore, the C,,., achieved with a single oral dose of
410 mg curcumin from our micellar formulation (women,
3.7 mmol/L; men 2.6 pmol/L) are higher than those observed
after the intake of 8 g of native curcumin [31].

The present study revealed sex differences with respect to
the plasma AUC of curcumin. Women absorbed curcumin
to a larger extent (higher C,,,., and AUC) than men (Table 2).
This could be due to the reportedly higher expression and
activity of the hepatic drug efflux transporter P-glycoprotein
(MDR1) and some isoforms of the glucuronosyltransferases
and sulfotransferases, enzymes involved in curcumin bio-
transformation, in men [47]. However, the differences in
bodyweight (Table 1), blood volume, and body fat, which ul-
timately lead to smaller volumes of distribution in women,
may also account for the observed differences [47].

Less than 0.2% of the oral dose of curcumin was excreted
with urine within 24 h. Thus, >98.8% of the ingested cur-
cumin was either excreted via the bile and feces or may have
been distributed to body tissues where it may potentially exert
biological activities.

Free curcumin concentrations as low as 100 nmol/L re-
versed disease state and reduced IL-1p in Alzheimer’s disease
models [48,49], therefore our newly developed curcumin for-
mulations may be suitable vehicles for the delivery of phar-

© 2014 The Authors. Molecular Nutrition & Food Research published by Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim.
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macologically relevant doses of the phytochemical in human
intervention trials.

4.1 Concluding remarks

Our newly developed curcumin micronisate and micelles in-
creased the bioavailability of curcuminoids in humans with-
out affecting liver and kidney function. The micellar formu-
lation in particular increased the absorption of curcumin to
a hitherto unrivalled extent. These novel formulations may
thus be promising new tools to safely deliver the nutraceuti-
cal in clinical trials. Further human studies aimed at compar-
ing the bioavailability and therapeutic efficacy of curcumin
micelles in young versus aged subjects are under way in our
laboratory.

The study was financially supported by the German Federal
Ministry of Education and Research (BMBF) by means of a re-
search network grant (01EA1334A). We thank Hans Konrad
Biesalski for his kind help with the application for ethical clear-
ance, Maryam Basrai, Caroline Betz, and Astrid Giinther for
their help with sample collection, and Fva-Marie Ziegler and
Marco Walter (all from the University of Hohenheim) for valu-
able technical assistance.

DB developed and provided the micellar formulation. ST and
JJ developed and provided the curcumin micronisate. JF designed
and CS and AK conducted the study. CS analyzed data and
performed statistical analysis. CS and JF wrote the first draft of
the manuscript and all authors read, edited, and approved the final
manuscript. JF had primary responsibility for the final content,

Potential conflict of interest statement: DB is the founder and
CEO of AQUANOVA AG, the holder of multiple patents on
the micellar solubilization technology, and markets the developed
curcumin micelles for profit. [J works and ST worked for o com-
pany producing and selling micronisates. The role of the industry
partners in this project was solely to develop the curcumin formu-
lations and to provide them in sufficient quantity for the human
trial. Data acquisition and interpretation was performed by the
authors from the University of Hohenheim. CS, AK and JF have
no known conflict of interest.

5 References

[1] Jemal, A., Murray, T, Ward, E., Samuels, A. et al., Cancer
statistics, 2005. CA Cancer. J. Clin. 2005, 55, 10-30.

[2] Sharma, R. A., Steward, W. P, Gescher, A. J., Pharmacoki-
netics and pharmacodynamics of curcumin. Adv. Exp. Med.
Biol. 2007, 595, 453-470.

Golombick, T., Diamond, T. H., Manoharan, A., Ramakrishna,
R., Monoclonal gammeopathy of undetermined significance,
smoldering multiple myeloma, and curcumin: a randomized,
double-blind placebo-controlled cross-over 4g study and an
open-label 8g extension study. Am. J. Hematol. 2012, 87,
455-460.

W

www.mnf-journal.com



526

(4]

[51

(61

[z

&

[9

[10]

[11]

[12]

[13]

[14

=
Lo

[16]

[17]

[18]

[19]

© 2014 The Authors. Molecular Nutrition & Food Research published by Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim,

C. Schiborr et al.

Ide, H., Tokiwa, S., Sakamaki, K., Nishio, K. et al., Combined
inhibitory effects of soy isoflavones and curcumin on the
production of prostate-specific antigen. Prostate 2010, 70,
1127-1133.

Chuengsamarn, S., Rattanamongkolgul, S., Luechapudi-
porn, R., Phisalaphong, C. et al., Curcumin extract for preven-
tion of type 2 diabetes. Diabetes Care 2012, 35, 2121-2127.

Alwi, |., Santoso, T., Suyono, S., Sutrisna, B. et al., The effect
of curcumin on lipid level in patients with acute coronary
syndrome. Acta. Med. Indones 2008, 40, 201-210.

Akazawa, N., Choi, Y., Miyaki, A., Tanabe, Y. et al., Curcumin
ingestion and exercise training improve vascular endothe-
lial function in postmenopausal women. Nutr. Res. 2012, 32,
795-799.

Khajehdehi, P, Zanjaninejad, B., Aflaki, E., Nazarinia, M.
et al., Oral supplementation of turmeric decreases protein-
uria, hematuria, and systolic blood pressure in patients suf-
fering from relapsing or refractory lupus nephritis: a ran-
domized and placebo-controlled study. J. Ren. Nutr. 2012,
22, 50-57.

Sugawara, J., Akazawa, N., Miyaki, A., Choi, Y. et al., Effect
of endurance exercise training and curcumin intake on cen-
tral arterial hemodynamics in postmenopausal women: pilot
study. Am. J. Hypertens. 2012, 25, 651-656.

Pareyson, D., Marchesi, C., Natural history and treatment of
peripheral inherited neuropathies. Adv. Exp. Med. Biol. 2009,
652, 207-224.

von Geldern, G., Mowry, E. M., The influence of nutritional
factors on the prognosis of multiple sclerosis. Nat. Rev. Neu-
rol. 2012, 8, 678-689.

Chandran, B., Goel, A., A randomized, pilot study to assess
the efficacy and safety of curcumin in patients with active
rheumatoid arthritis. Phytother. Res. 2012, 26, 1719-1725.

Jurenka, J. S., Anti-inflammatory properties of curcumin, a
major constituent of Curcuma longa: a review of preclinical
and clinical research. Altern. Med. Rev. 2009, 14, 141-153.

Schaffer, M., Schaffer, P M., Zidan, J., Bar Sela, G., Cur
cuma as a functional food in the control of cancer and in-
flammation. Curr. Opin. Clin. Nutr. Metab. Care 2011, 14,
588-597.

Shehzad, A., Ha, T, Subhan, F, Lee, Y. S., New mechanisms
and the anti-inflammatory role of curcumin in obesity and
obesity-related metabolic diseases. Eur. J. Nutr. 2011, 50,
151-161.

Dal Piaz F, B. A., Belisario, M. A., De Tommasi, N., Thiore-
doxin system modulation by plant and fungal secondary
metabolites. Curr. Med. Chem. 2010, 17, 479-494.

Karlstetter, M., Lippe, E., Walczak, Y., Moehle, C. et al.,
Curcumin is a potent modulator of microglial gene ex-
pression and migration. J. Neuroinflammat. 2011, 8, 125.
doi:10.1186/1742-2094-8-125.

Belakavadi, M., Salimath, B. P, Mechanism of inhibition of
ascites tumor growth in mice by curcumin is mediated by
NF-kB and caspase activated DNase. Mol. Cell Biochem.
2005, 273, 57-67.

Kuo, C. L., Wu, S. Y, Ip, S. W.,, Wu, P P et al., Apoptotic
death in curcumin-treated NPC-TW 076 human nasopharyn-

[20

[22]

(23]

[24]

[25]

[26

[27]

™
@

[29]

[30]

[31

(32

[33

[34]

Mol. Nutr. Feod Res. 2014, 58, 516-527

geal carcinoma cells is mediated through the ROS, mito-
chondrial depolarization and caspase-3-dependent signaling
responses. Int. J. Oncol. 2011, 39, 319-328.

Thayyullathil, E, Chathoth, S., Hago, A., Patel, M. et al.,
Rapid reactive oxygen species (ROS} generation induced
by curcumin leads to caspase-dependent and -independent
apoptosis in L9238 cells. Free Radic. Biol. Med. 2008, 45,
1403-1412.

Liu, H., Liang, Y., Wang, L., Tian, L. et al., In vivo and in
vitro suppression of hepatocellular carcinoma by EF24, a
curcumin analog. PLoS One 2012, 7, e48075.

Anand, K., Sarkar, A., Kumar, A., Ambasta, R. K. et al.,, Com-
binatorial antitumor effect of naringenin and curcumin elicit
angioinhibitory activities in vivo. Nutr. Cancer 2012, 64, 714—
724,

El-Azab, M., Hishe, H., Moustafa, Y., El-Awady el, S., Anti-
angiogenic effect of resveratrol or curcumin in Ehrlich ascites
carcinoma-bearing mice. Eur. J. Pharmacol. 2011, 652, 7-14.

Eckert, G. P, Schiborr, C., Hag!, S., Abdel-Kader, R. et al.,
Curcumin prevents mitochandrial dysfunction in the brain
of the senescence-accelerated mouse-prone 8. Neurochem.
Int. 2013, 62, 595-602.,

Jaruga, E., Salvioli, S., Dobrucki, J., Chrul, S. et al,
Apoptosis-like, reversible changes in plasma membrane
asymmetry and permeability, and transient modifications in
mitochondrial membrane potential induced by curcumin in
rat thymocytes. FEBS Lett. 1998, 433, 287-293,

Kurita, T, Makino, Y., Novel curcumin oral delivery systems.
Anticancer Res. 2013, 33, 2807-2821.

Pan, M. H., Huang, T. M., Lin, J. K., Biotransformation of
curcumin through reduction and glucuranidation in mice.
Drug Metab. Dispos. 1999, 27, 486-494.

Shoba, G., Joy, D., Joseph, T., Majeed, M. et al., Influence
of piperine on the pharmacokinetics of curcumin in animals
and human volunteers. Planta Med. 1998, 64, 353-356.

Sharma, R. A., McLelland, H. R., Hill, K. A., Ireson, C. R. et al.,
Pharmacodynamic and pharmacokinetic study of oral Cur
cuma extract in patients with colorectal cancer. Clin. Cancer
Res. 2001, 7, 1894-1800.

Vareed, S. K., Kakarala, M., Ruffin, M. T, Crowell, J. A.
et al., Pharmacokinetics of curcumin conjugate metabolites
in healthy human subjects. Cancer Epidemiol. Biomarkers
Prev. 2008, 17, 1411-1417.

Cheng, A. L., Hsu, C. H., Lin, J. K., Hsu, M. M. et al., Phase |
clinical trial of curcumin, a chemopreventive agent, in pa-
tients with high-risk or pre-malignant lesions. Anticancer
Res. 2001, 21, 2895-2900.

Lao, C. D., Ruffin, M. T,, Normolle, D., Heath, D. D. et al., Dose
escalation of a curcuminoid formulation. BMC Complement.
Alter. Med. 2006, 6, 10. doi:10.1186/1472-6882-6-10.

Garcea, G., Berry, D. P, Jones, D. J., Singh, R. et al., Con-
sumption of the putative chemopreventive agent curcumin
by cancer patients: assessment of curcumin levels in the col-
orectum and their pharmacodynamic consequences. Cancer
Epidemiol. Biomarkers Prev. 2005, 14, 120-125.

Sharma, R. A., Euden, S. A., Platton, S. L., Cooke, D. N.
et al., Phase | clinical trial of oral curcumin: biomarkers of

www.mnf-journal.com



Mol. Nutr. Food Res. 2014, 58, 516-527

[35]

[36]

[37]

[38]

[391

=
2

[41]

© 2014 The Authors. Malecular Nutrition & Food Research published by Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim.

systemic activity and compliance. Clin Cancer Res. 2004, 10,
6847-6854.

Carroll, R. E., Benya, R. V., Turgeon, D. K., Vareed, S. et al.,
Phase lla clinical trial of curcumin for the prevention of col-
orectal neoplasia. Cancer Prev. Res. (Phila) 2011, 4, 3564-364.

Ringman, J. M., Frautschy, S. A., Teng, E., Begum, A. N.
et al.,, Oral curcumin for Alzheimer's disease: tolerabil-
ity and efficacy in a 24-week randomized, double blind,
placebo-controlled study. Alzheimers Res. Ther. 2012, 4, 43.
doi:10.1186/alzrt146.

Antony, B., Merina, B., lyer, V. S, Judy, N. et al., A pilot
cross-over study to evaluate human oral bioavailability of
BCM-95CG (Biocurcumax), a novel bioenhanced preparation
of curcumin. Indian J. Pharm. Seci. 2008, 70, 445-449,

Cuomo, J., Appendino, G., Dern, A. S., Schneider, E. et al.,
Comparative absorption of a standardized curcuminoid mix-
ture and its lecithin formulation. J. Nat. Prod. 2011, 74, 664
669.

Sasaki, H., Sunagawa, Y., Takahashi, K., Imaizumi, A. et al., In-
novative preparation of curcumin for improved oral bioavail-
ability. Biol. Pharm. Bull. 2011, 34, 660-665.

Kanai, M., Imaizumi, A., Otsuka, Y., Sasaki, H. et al., Dose-
escalation and pharmacokinetic study of nanoparticle cur-
cumin, a potential anticancer agent with improved bioavail-
ability, in healthy human volunteers. Cancer Chemother.
Pharmacol. 2012, 69, 65-70.

Gota, V. 8., Maru, G. B, Soni, T. G., Gandhi, T. R. et al., Safety
and pharmacokinetics of a solid lipid curcumin particle for-

[42]

[43]

=
&

[45]

[46]

[47]

[48]

[49]

527

mulation in osteosarcoma patients and healthy volunteers.
J. Agric. Foad Chem. 2010, 58, 2095-2099.

Savjani, K. T, Gajjar, A. K., Savjani, J. K., Drug solubility: im-
portance and enhancement techniques. ISRN Pharm. 2012,
2012, 195727. doi: 10.5402/2012/195727.

Brunner, G., Applications of supercritical fluids. Ann. Rev.
Chem. Biomol. Eng. 2010, 1, 321-342.

Heath, D.D., Pruitt, M. A., Brenner, D. E., Rock, C. L., Curcumin
in plasma and urine: quantitation by high-performance
liquid chromatography. J. Chromatogr. B Analyt. Technol.
Biomed. Life Sci. 2003, 783, 287-295.

Stahl, W., van den Berg, H., Arthur, J., Bast, A. et al., Bioavail-
ability and metabolism. Mol. Aspects Med. 2002, 23, 39-100.

DiSilvestro, R. A., Joseph, E., Zhao, S., Bomser, J., Di-
verse effects of a low dose supplement of lipidated cur-
cumin in healthy middle aged people. Nutr. J. 2012, 11, 79.
doi:10.1186/1475-2891-11-79.

Meibohm, B., Beierle, 1., Derendorf, H.,, How important
are gender differences in pharmacokinetics? Clin. Pharma-
cokinet. 2002, 41, 329-342.

Ono, K., Hasegawa, K. Naiki, H., Yamada, M., Cur
cumin has potent anti-amyloidogenic effects for Alzheimer's
beta-amyloid fibrils in vitro. J. Neurosei. Res. 2004, 75,
742-750.

Lim, G. P, Chu, T, Yang, F, Beech, W. et al., The curry spice
curcumin reduces oxidative damage and amyloid pathology
in an Alzheimer transgenic mouse. J. Neurosei. 2001, 21,
8370-8377.

www.mnf-journal.com



