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Natroceutics® BERGAMOT-HT

Metabolic and Cardiovascular biomarkers as well as Visceral Adipose Tissue (VAT)
are key indicators central to the modern physician's assessment of a patient's physical

well-being. Modern science has turned to nature, traditional medicine and lifestyle choices such

as the Mediterranean diet to explain why they have a profound impact on health. In doing so
we have discovered phytonutrients that positively modulate and improve human health and that
are supported by both traditional use and practice as well as now, modern science. Bergamot

and olive have long been revered for both culinary, medicinal and health-promoting reasons,

exemplifying the famous quote “let food be thy medicine”. Today we can harness their tremendous
potential to act as therapeutic agents, targeting and modulating major biomarkers of health.

Natroceutics Bergamot-HT contains a potentised extract of citrus flavonoids and
guaiacyl from bergamot fruit. This extract has been enhanced with an advanced Phytosome ™
technology which increases bioactivity within the body, mimicking the health benefit of fresh
bergamot fruit. In addition to the Bergamot Phytosome™, we have included hydroxytyrosol,
extracted from Spanish olive fruit. Hydroxytyrosol has been identified as a major powerhouse
compound found in olives, responsible for several health-promoting benefits associated with
their consumption in a Mediterranean diet. Each serving of Bergamot-HT delivers 10 mg of
hydroxytyrosol, which is the equivalent of an average serving of 30 ml of EVOO (Extra Virgin Olive
Qil). These extracts offer exceptional health benefits in their own right, when combined, they
become a powerful therapeutic aid to support cardiovascular and metabolic health,
demonstrating a direct and measurable ability to reduce visceral fat."
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Natroceutics® BERGAMOT-HT
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Reference: 1) Rondanelli, M. et al. (2021). Bergamot phytosome improved visceral fat and plasma lipid profiles in overweight and obese class | subject with mild
hypercholesterolaemia: A randomised placebo controlled trial. Phytotherapy Research, 35(4), 2045-2056. https://doi.org/10.1002/ptr.6950

2) Mollace, V. et al. (2011). Hypolipemic and hypoglycaemic activity of bergamot polyphenols: From animal models to human studies. Fitoterapia, 82(3), 309-316.
https://doi.org/10.1016/j.fitote.2010.10.014

3)Mollace, V. et al. (2019). Hypoglycemic and Hypolipemic Effects of a New Lecithin Formulation of Bergamot Polyphenolic Fraction: A Double Blind, Randomised,
Placebo- Controlled Study. Endocrine, Metabolic & Immune Disorders Drug Targets, 19(2), 136-143. https://doi.org/10.2174/1871530319666181203151513

4) Gliozzi, M. et al. (2013). Bergamot polyphenolic fraction enhances rosuvastatin-induced effect on LDL-cholesterol, LOX-1 expression and protein kinase B
phosphorylation in patients with hyperlipidaemia. International Journal of Cardiology, 170(2), 140-145. https://doi.org/10.1016/j.ijicard.2013.08.125

5) Riva A, Longo V, B. D. (2020). Healthy Protection of Bergamot is Linked to the Modulation of Microbiota. J Appl Microb Res, 3, 45-51. https://www.
researchgate.net/publication/341303722_Healthy_Protection_Of_Bergamot_lIs_Linked_To_The_Modulation_Of_Microbiota
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Natroceutics® BERGAMOT PHYTOSOME™ RESEARCH

30 DAYS / 90 DAYS

(variation vs baseline)

y VISCERAL ] o )
ADIPOSE TISSUE ABDOMINAL FAT REDUCTION 12.4% / -14.5%

CONDITION PARAMETER

TOTAL CHOLESTEROL -7.5% /-7.3%
~f- LIPID
Y - 0, - 0,
B METABOLISM LDL CHOLESTEROL 5.4% /-6.4%
LDL/HDL -2.6% /-7.4%
ApoB/ApoA -4.8% /-4.8%
GLUCOSE HOMA (INSULIN RESISTANCE) -14.8% /-13.3%
A METABOLISM
Bergamot Phytosome™
ASPARTATE ALANINE TRANSAMINASE GAMMA-
TRANSAMINASE ALT is a specific indicator of GLUTAMYLTRANSFERASE
AST is an enzyme that helps liver inflammation. ALT is an GGT is an enzyme in the blood.
metabolise amino acids. It is enzyme found in the liver Higher-than-normal levels may
normally present in blood at low that helps convert proteins into indicate liver or bile duct damage.
levels. An increase in AST levels energy for liver cells. When the GGT is a diagnostic marker for
may indicate liver damage, liver is damaged, ALT is released liver disease.
disease, or muscle damage. into the bloodstream and levels
increase.

-8.4% after 30d (vs +1.3% placebo)  -8.3% after 30d (vs -0.6% placebo) -8.4% after 30d (vs -2.4% placebo)
-11.2% after 90d (vs -4.4% placebo) -15.5% after 90d (vs -4.0% placebo) -8.5% after 90d (vs +0.5% placebo)

Reference: Rondanelli, M., Peroni, G., Riva, A., Petrangolini, G., Allegrini, P., Fazia, T., Bernardinelli, L., Naso, M., Faliva, M. A., Tartara, A., Gasparri, C., Infantino,
V., & Perna, S. (2021). Bergamot phytosome improved visceral fat and plasma lipid profiles in overweight and obese class | subject with mild hypercholesterolemia:
A randomized placebo controlled trial. Phytotherapy Research, 35(4), 2045-2056. https://doi.org/10.1002/ptr.6950
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Natroceutics®

31 indiv.
(15M + 18 F)

Randomised

DOUBLE-BLIND
33 indiv.

(13M + 18 F)

STUDY DESIGN

BERGAMOT PHYTOSOME™ RESEARCH

PLACEBO

2 x 500 mg/day

Day 0

1 AT BREAKFAST AND 1 AT DINNER

90 days

In a randomised, placebo-controlled trial to investigate the effects of Bergamot Phytosome™ on visceral adipose
tissue (VAT), 64 obese/overweight participants aged 18-60 with BMlIs of 25-35 and mild hypercholesterolaesmia
(210-270 mg/dl), were randomised to receive either 500 mg Bergamot Phytosome™ twice daily or placebo for 12
weeks. Participants had no history of cardiovascular disease, were not on any current medication or treatment
for lipid metabolism or caloric restriction and were sedentary with no change in habitual activity. Nutritional status
bloods were measured at baseline, 30, 60 and 90 days with 12h fasting requested before each test.

33 participants received the supplement (18F, 15M) and 31 placebo (18F, 13M). Within-group differences showed
that VAT, total and LDL-cholesterol were significantly decreased in the Bergamot Phytosome™ group, but not in
the placebo group. Between-group differences showed a statistically significant interaction between time and
group, that is, the changes in scores over time differed between the two groups. These changes in VAT, total
cholesterol, and LDL-cholesterol were observed 30 days after supplementation was initiated. In conclusion, this
clinical study gives evidence that Bergamot Phytosome™ provides beneficial effects, such as decrease of VAT
and modulation of metabolic alterations, after just 30 days of supplementation, resulting in a very promising

protection of cardiovascular health.

Reference: Rondanelli, Mariangela, et al. "Bergamot phytosome improved visceral fat and plasma lipid profiles in overweight and obese class | subject with mild
hypercholesterolaemia: A randomised placebo controlled trial." Phytotherapy Research (2020).
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Natroceutics® BERGAMOT PHYTOSOME™ RESEARCH

Significantly Reduced Visceral Adipose Tissue (VAT)
Already After 30 Days
(-12.4 % vs t0)

™
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Days -16,0% 0 30 60 90 Days -16,0% 0 30 60 90
—e— Delta% VAT 00% | -12,4% | 147% | -145% Delta Placebo 00% | -08% | -39% | -1,0%
—#= Delta% Weight 0,0% -0,8% -1,1% -1,8% Delta Bergamot 0,0% -11,7% | -13,7% | -13,0%
Phytosome™

Reference: Rondanelli, Mariangela, et al. "Bergamot phytosome improved visceral fat and plasma lipid profiles in overweight and obese class | subject with mild
hypercholesterolaemia: A randomised placebo controlled trial." Phytotherapy Research (2020).
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Natroceutics® BERGAMOT PHYTOSOME™ RESEARCH

Bergamot significantly reduced

LDL: BAD/GOOD CHOLESTEROL
' (LDL/HDL) RATIO:

- [
5.4% after 30 days -7.4% after 90 days

PLACEBO

BERGAMOT PHYTOSOME™

LDL 175 ¢ -
(mg/dl) 170 4 LDL/HDL 34
165 3,2
160 | 3 —
155 |- % 28
150 *
145 5.4% 5.0% 0 26 -26% -15%
140 5.4% -52% -6.4% 2,4 7 4%
135 2,2
130 1 1 .| 2 1 1 .|
10 30 days 60 days 90 days 10 30 days 60 days 90 days
PLACEBO
BERGAMOT PHYTOSOME™
T-Col
(mg/dl)
250
245 -
Bergamot Phytosome™ 240
significantly reduced
+  T-Col (Total Cholesterol): 235
+  -7.5% already after 30 days
+ -8.6% after 90 days 230 * 6.0%
225 -7.5% -7.3%
220
215 : : !
t0 30 days 60 days 90 days

Reference: Reference: Rondanelli, M., Peroni, G., Riva, A., Petrangolini, G., Allegrini, P., Fazia, T., Bernardinelli, L., Naso, M., Faliva, M. A., Tartara, A., Gasparri,
C., Infantino, V., & Perna, S. (2021). Bergamot phytosome improved visceral fat and plasma lipid profiles in overweight and obese class | subject with mild
hypercholesterolaemia: A randomised placebo controlled trial. Phytotherapy Research, 35(4), 2045-2056. https://doi.org/10.1002/ptr.6950
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Natroceutics® BERGAMOT PHYTOSOME™ RESEARCH

A randomised, double-blind, placebo-controlled clinical trial was conducted in 237 participants to investigate
the effects of bergamot (500 mg or 1000 mg daily) on lowering total cholesterol, reducing LDL-cholesterol, and
increasing HDL levels. The total study duration was 3 months.

Reductions in total cholesterol levels were 20% and 30,9% with 500 mg and 1000 mg of bergamot, respectively.
LDL-cholesterol levels decreased by 23% and by 38,6% with 500 mg and 1000 mg of bergamot, respectively.
HDL-cholesterol increased by 25,9% and 39% with 500 mg and 1000 mg bergamot, respectively. Six participants
who received 500 mg and 11 participants who took 1000 mg bergamot reported moderate gastric discomfort

but none discontinued supplementation. This study also included 32 individuals who discontinued statin therapy
(due to statin intolerance) two months prior to taking 1500 mg bergamot daily. After 30 days, these participants
experienced a 25%-reduction in total cholesterol levels and a 27,6%-reduction in LDL-cholesterol levels without
a recurrence of statin-related issues. Overall, these results suggest that bergamot polyphenol fraction (BPF)
effectively lowers total cholesterol, LDL-cholesterol, and can increase HDL-cholesterol levels.

Reference: Mollace, V., Sacco, |., Janda, E., Malara, C., Ventrice, D., Colica, C., Visalli, V., Muscoli, S., Ragusa, S., Muscoli, C., Rotiroti, D., & Romeo, F. (2011).
Hypolipemic and hypoglycaemic activity of bergamot polyphenols: From animal models to human studies. Fitoterapia, 82(3), 309-316. https://doi.org/10.1016/].
fitote.2010.10.014

A randomised, double-blind, placebo-controlled study with 60 participants evaluated the effectiveness of a
bergamot polyphenol fraction (BPF) vs. BPF with a new lecithin formulation for improving hyperlipidaemia.
Participants were divided into three groups: placebo (n=20), bergamot polyphenol fraction (BPF) (n=20), and
phytosomal formulation of BPF (BPF Phyto) (n=20). Patients had mixed hyperlipidaemia, defined as LDL
cholesterol > 120 mg/dl, triglycerides > 175 mg/dl, and serum glucose > 110 mg/dl. The BPF group received 650
mg twice daily, while the BPF Phyto group received 500 mg twice daily, both for 30 days.

BPF reduced total cholesterol from 262 to 196 mg/dl, LDL-cholesterol from 175 to 116 mg/ml, and triglycerides
from 252 to 170 mg/ml. BPF Phyto had similar results, lowering total cholesterol from 261 to 198, LDL from 174 to
113, and triglycerides from 252 to 173. Both formulations increased HDL cholesterol, with BPF increasing levels
from 44 to 48 mg/ml and BPF Phyto increasing levels from 44 to 50 mg/ml. Serum glucose levels decreased with
BPF from 120 to 98 mg/ml and with BPF Phyto from 124 to 96 mg/ml, while no changes occurred in the placebo
group. When comparing the pharmacokinetic profile of a key flavonoid, naringin and its metabolites, those treated
with BPF Phyto has demonstrated at least a 2,5 fold increase in its absorption, confirming better bioavailability of
BPF Phyto compared to standard BPF in humans.

These results suggest that both formulations significantly improved cholesterol levels after
30 days. The BPF Phyto formulation represents an innovative approach in supplementation treatments
of cardiometabolic disorders.

Reference: Mollace, V., Scicchitano, M., Paone, S., Casale, F., Calandruccio, C., Gliozzi, M., Musolino, V., Carresi, C., Maiuolo, J., Nucera, S., Riva, A., Allegrini, P.,
Ronchi, M., Petrangolini, G., & Bombardelli, E. (2019). Hypoglycemic and Hypolipemic Effects of a New Lecithin Formulation of Bergamot Polyphenolic Fraction: A
Double Blind, Randomised, Placebo- Controlled Study. Endocrine, Metabolic & Immune Disorders Drug Targets, 19(2), 136-143. https://doi.org/10.2174/18715303
19666181203151513
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Natroceutics® BERGAMOT PHYTOSOME™ RESEARCH

A prospective, open-label, placebo-controlled study with parallel groups was conducted on 77 human subjects
with elevated LDL-cholesterol and triglyceride levels. Participants received either placebo (1000 mg maltodextrin
and 50 mg ascorbic acid), (n=15), 10 mg daily rosuvastatin (n=16), 20 mg daily rosuvastatin (n=16), bergamot
polyphenol fraction (BPF) 1000 mg daily (n=15), or BPF (1000 mg daily) combined with rosuvastatin (10 mg
daily), (n=15). The study spanned 30 days, using 500 mg BPF capsules containing 50 mg of ascorbic acid (as an
antioxidant). Key flavonoids in BPF included neoeriocitrin, naringin, and neohesperidin.

Both rosuvastatin and BPF doses reduced total cholesterol, LDL-cholesterol and urinary mevalonate levels.
Findings suggest that combining rosuvastatin with BPF is safe over a 30-day period. Combining BPF with
rosuvastatin significantly enhanced its lipid-lowering effects and reduced biomarkers of oxidative vascular
damage (such as urinary mevalonate, malondialdehyde, oxyLDL receptor LOX-1 and phosphoPKB), indicating
additional benefits for patients on statin therapy.
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Reference: Gliozzi, M., Walker, R., Muscoli, S., Vitale, C., Gratteri, S., Carresi, C., Musolino, V., Russo, V., Janda, E., Ragusa, S., Aloe, A., Palma, E., Muscoli, C.,
Romeo, F., & Mollace, V. (2013). Bergamot polyphenolic fraction enhances rosuvastatin-induced effect on LDL-cholesterol, LOX-1 expression and protein kinase B
phosphorylation in patients with hyperlipidaemia. International Journal of Cardiology, 170(2), 140-145. https://doi.org/10.1016/j.ijicard.2013.08.125
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Natroceutics® HYDROXYTYROSOL RESEARCH

In a randomised, double-blind prospective study, 29 overweight/obese women were randomised to receive either
hydroxytyrosol (HT) 15 mg (group A high dose) or 5 mg (group B low dose) or placebo (group C) for 6 months with
weight and fat mass being measured at baseline, 4, 12 and 24 weeks.

A statistically significant reduction in weight and visceral fat mass was noted in the group receiving the highest HT
dosage (15 mg/day) (group A - loss of 4,31 kg at 4 weeks; 7,97 kg at 12 weeks). HT treatment was found to be
safe and well-tolerated.

Reference: Fytili, C., Nikou, T., Tentolouris, N., Tseti, |. K., Dimosthenopoulos, C., Sfikakis, P. P., Simos, D., Kokkinos, A., Skaltsounis, A. L., Katsilambros, N.,
& Halabalaki, M. (2022). Effect of Long-Term Hydroxytyrosol Administration on Body Weight, Fat Mass and Urine Metabolomics: A Randomised Double-Blind
Prospective Human Study. Nutrients, 14(7), 1525. https://doi.org/10.3390/nu14071525

In a study to investigate the potential benefit of a tyrosol and hydroxytyrosol-rich diet on artherosclerotic plaque
in older adults, 11 healthy participants (aged 75-80) were supplemented for 6 months with high polyphenol-rich
extra virgin olive oil (HP-EVOO), extra virgin olive oil (EVOOQ), or refined olive oil (ROO). 18F-FDG/18F-NaF-PET/CT
radiotracing imaging was used to, respectively, gauge arterial inflammation and microcalcification.

The present study confirmed that a phenolic-compound-rich diet reduces both arterial inflammation and
atherosclerotic lesion microcalcification and demonstrated that 18F-FDG/18F-NaF-PET/CT imaging is a valuable
approach for assessing age-related arterial damage.

Reference: Zoubdane, N., Abdo, R.-A., Nguyen, M., Bentourkia, M., Turcotte, E. E., Berrougui, H., Fulop, T., & Khalil, A. (2024). High Tyrosol and Hydroxytyrosol
Intake Reduces Arterial Inflammation and Atherosclerotic Lesion Microcalcification in Healthy Older Populations. Antioxidants, 13(1), 130. https://doi.org/10.3390/
antiox13010130
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Dosage size is 1 capsule.

Other Ingredients:

Each capsule contains:
Bergamot Phytosome™
[providing Citrus x limon (L.) Osbeck
(bergamot) 200 mg (fruit juice; 200:1

extract) with 250 mg phospholipids as

sunflower lecithin (carrier)]

Olea europaea L. (olive)

[fruit; 250-300:1 extract standardised
to yield 67% (10 mg) hydroxytyrosol (HT)]

500 mg

15 mg

Brown rice flour, maltodextrin (non-GMO corn), tricalcium
phosphate, and silica in a clear vegetable capsule. Sugar free.

Recommended Use:

Adults and children over

12 years: Take 1 capsule in the morning and 1 capsule at
night with meals or as recommended by your healthcare
provider.

OUR PRODUCTS AND PACKAGING

IT IS OUR INTENTION TO CONTINUALLY STRIVE FOR IMPROVED WAYS OF DELIVERING, OPERATING AND BEING.

Studied by experts in the field of bergamot

and hydroxytyrosol.

Clean and free from agrochemicals, artificial

additives and heavy metals.

Quality assured through GMP
(Good Manufacturing Practice) and batch testing.

Designed to deliver therapeutic efficacy.

Fully recyclable packaging and supporting
environmental regeneration.

Vegan friendly — 100 % plant based.
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