Natroceutics®
QUERCETIN

SUPPORTING AND MODULATING
HISTAMINE, ALLERGY, INFLAMMATORY AND
IMMUNE RESPONSE

natroceutics.com

FOR PROFESSIONAL USE

Natroceutics®

QUERCETIN

BIOACTIVE

20 Times more Bioavailable

Enhanced
Delivery System

Fast Acting

FOOD
SUPPLEMENT

CAPSULES ‘ 60




Natroceutics®

QUERCETIN - EXCLUSIVELY UTILISES PHYTOSOME™ DELIVERY TECHNOLOGY
FOR ITS QUERCETIN, WHICH HAS BEEN DEVELOPED TO SIGNIFICANTLY ENHANCE

THE BENEFITS AND THERAPEUTIC POTENTIAL OF QUERCETIN.
PHYTOSOME® IS A 100% FOOD-GRADE DELIVERY SYSTEMS OF SELECTED BOTANICAL

EXTRACTS, FORMULATED AS SOLID DISPERSION IN A LECITHIN-BASED MATRIX.

Fast acting.
Well tolerated.
Convenient to use.

and development.

Significantly improved bioavailability.
20 Times greater than unformulated quercetin.
Extended active life of over 12 hours.

Supported with dedicated human clinical trials and ongoing research

QUERCETIN PLASMATIC CURVE
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Quercefit and Phytosome are trademarks
of Indena SpA, ltaly.
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Time (min) after Quercetin administration

Published. Randomised, single blind, cross-over study.

12 healthy adults (18-50 years, both sexes).

Primary end point - Plasma Levels of quercetin.

Tested using HPLC-MS/MS. Single dose in fasting condition.
1 week wash-out between treatments.
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Study Reference: Riva, A., Ronchi, M., Petrangolini, G. et al. <improved Oral Absorption
of Quercetin from Quercetin Phytosome®, a New Delivery System Based on Food Grade
Lecithin”. Eur J Drug Metab Pharmacokinet (2018). https://doi.org/10.1007/s13318-018-0517-3

Limitation of standard quercetin extract.



ASTHMA STUDY DESIGN

n=28 CONTROL (SM = STANDARD MANAGEMENT)
A
| 4
REGISTRY | =t SM + NATROCEUTICS QUERCETIN 250 MG X 1 TIME/DAY |
A
| L4
=58
" n=20 SM + NATROCEUTICS QUERCETIN 250 MG X 2 TIMES/DAY
S
L4
(] 30 DAYS
POPULATION n. 58 subjects with intermittent or mild-persistent Study Reference: Supplementary
asthma/rhinitis preventior’1 and r"nanagement of asthma
SM corticosteroids or bronchodilators (beta-2-agonists, thl'f:e‘r‘v“:r;:gfczmjsg‘;me a pilot registry.”
anticholinergic). NO antihistamines were used. '
ENDPOINTS ® SUBJECTIVE PARAMETERS: Symptoms (day and night),
Rhinitis Score
* OBJECTIVE PARAMETERS: Breath Function (PEF-FEV1,
PEF variability), Oxidative Stress (Plasma Free Radicals)
Use of additional medications as support (if needed)
RELIEF FROM DAY AND AMELIORATED BREATH FUNCTION
NIGHT SYMPTOMS
Day Symptoms Expiratory Air Flow
STEP 1 STEP 2 STEP 1 STEP 2
INTERMITTENT MILD PERSISTENT INTERMITTENT MILD PERSISTENT
ASTHMA ASTHMA ASTHMA ASTHMA
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-60 0
I SM + QUERCEFIT™ 250 MG/DAY I SM -+ QUERCEFIT™ 500 MG/DAY  sm
Night Symptoms Daily Variation of Expiratory Air Flow
STEP 1 STEP 2 STEP 1 STEP 2
INTERMITTENT MILD PERSISTENT INTERMITTENT MILD PERSISTENT
ASTHMA ASTHMA ASTHMA ASTHMA
o 0
g -10
8_ 20 -15%
[
e -30
k2 40 24% -24%
z2 -
9% w0
g -48%
z -60
= 70%
-80 R

Study Reference: Cesarone, M. R., et al. “Supplementary prevention and management of asthma with quercetin phytosome: a pilot registry.” Minerva medica (2019).
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LESS NEED FOR ADDITIONAL MEDICATIONS

Use of INHALERS Use of NASAL DROPS
TREATMENT in 30 days in 30 days
(% of reduction) (n. of applications)

SM + NATROCEUTICS QUERCETIN 500 mg/day -28 % 11 9 L-IA%VSSM
STEP 1 SM ONLY -28 % 42 %
INTERMITTENT
ASTHMA

SM + NATROCEUTICS QUERCETIN 250 mg/day - 24 % 18 9 L 5% VSSM

SM ONLY -19 % 40 %

-59% VS SM

STEP 2 SM + NATROCEUTICS QUERCETIN 500 mg/day -33% 14 % -
MILD PERSISTENT
ASTHMA SM ONLY _18 % 34 9%

HIGHER REDUCTION IN USE OF INHALERS AND NASAL DROPS
compared with the control (SM) after 30 days of treatment

Study Reference: Cesarone, M. R., et al. “Supplementary prevention and management of asthma with quercetin phytosome: a pilot registry.” Minerva medica (2019).

REDUCED OXIDATIVE STRESS

-2.7% -9.5% -15.3%

410 [ BASELINE  EEEEEEEE 30 DAYS

390
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5 % 370 OXIDATIVE STRESS
2 E 850
o 5 . - .o
w330 y .
£z —e) )
L g 310 4 N
= =
(7] 290 Normal Free Radicals Cell with
5 II Cell Attracting Cell Oxidating Stress
a3z 270

250

SM SM + NATROCEUTICS SM +NATROCEUTICS
QUERCETIN 250 MG/DAY QUERCETIN 500 MG/DAY

DOSE-DEPENDANT HIGHER REDUCTION OF OXIDATIVE STRESS
compared with the control (SM) after 30 days of treatment

Study Reference: Cesarone, M. R., et al. “Supplementary prevention and management of asthma with quercetin phytosome: a pilot registry.” Minerva medica (2019).
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HISTAMINE STUDY DESIGN

HISTAMINE
SUBCUTANEOUS
INJECTION

n=30 CONTROL f

A
d

REGISTRY | n=13  NATROCEUTIGS QUERCETIN 250 MG X 1 TIME/DAY | measurements

A ya AN
2 S 7

=57
" n=14 NATROCEUTICS QUERCETIN 250 MG X 2 TIMES/DAY

N
L4

0 3

POPULATION n. 57 healthy individuals (31- 35 years) Study Reference: Belcaro G, et al.

Quercetin Phytosome reduces the wheal
response to histamine injection. Esperienze

HISTAMINE 0.05 ml of histamine HCI (0.02%) was injected at ?3;”;3‘;1'; 22212229?9 ?903049 \
INJECTION 2 mm depth between 9 and 11 am at least 8 h after the 2O736/S1128-915519.00495-
last dose of supplement

ENDPOINTS ® | OCAL EFFECTS AT SITE OF INJECTION
Wheal Area, Wheal Redness Area, Time of Complete
Disappearance of Wheal, Skin Thickness, Microcirculation
® SYSTEMIC EFFECTS Capillary Filtration (ankle)

REDUCED LOCAL SYMPTOMS AFTER
PREVENTIVE ADMINISTRATION

9 VARIATION AFTER 3 DAYS OF TREATMENT
£
E NATROCEUTICS NATROCEUTICS
o QUERCETIN 250 MG/DAY QUERCETIN 500 MG/DAY
3]
Final WHEAL AREA (cm?) 1 -8.3% -36.6 %
REDNESS AREA (cm?) 1 -9.7 % -17.3 %
TIME OF COMPLETE DISAPPEARANCE (min) 1 -235% -33.0%
SKIN THICKNESS (mm) by high-resolution ultrasound 1 -27 % -94 %
MICROCIRCULATION (max flux, laser Doppler units) 1 -7.7% -56.7 %

Study Reference: Belcaro G, et al. Quercetin Phytosome reduces the wheal response to histamine injection. Esperienze Dermatol 2020;22:5-9. DOI: 10.23736/S1128-9155.19.00495-3
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NEW HUMAN STUDY IN JAPAN

A GOLD STANDARD HUMAN STUDY
(RANDOMIZED, DOUBLE-BLIND, PLACEBO-CONTROLLED) WAS
RUN IN 2020 IN JAPANESE POPULATION

l

ALL ENDPOINTS RELATED TO ALLERGY CONTROL HAVE BEEN SUCCESSFULLY MET,
FURTHER CONFIRMING NATROCEUTICS QUERCETIN EFFICACY

BETTER SCORE IN JRQLQ * QUESTIONNAIRE

40 -14% ’ [ BASELINE  [EEEEEEEN NATROCEUTICS QUERGETIN

30 NATROCEUTICS QUERCETIN SIGNIFICANTLY

IMPROVED ALLERGY OUTCOMES

PLASMA FREE RADICALS (d-ROM
Test - CARR UNIT)

20 AS EVALUATED WITH VALIDATED JRQLQ
QUESTIONNAIRE TO A HIGHER EXTENT THAN PLACEBO,
SUCCESSFULLY MEETING STUDY PRIMARY ENDPOINT
10
Study Reference: Yamada, S., Shirai, M., Inaba, Y., & Takara, T. (2020). Effects of Repeated
0 Oral Intake of the Quercetin - containing Supplement on Allergic Reaction. Japanese Phar-

macology & Therapeutics, 48(11), 1-18. http://03/48110/1945 www.pieronline.jp/content/ar-
BASELINE 2 WEEKS 4 WEEKS ticle/0386-36

*Japanese Rhino-conjunctivitis Quality of Life Questionnaire

Significance level p<0.05 Percentages are reported vs baseline

IMPROVED OVERALL QUALITY OF LIFE (QOL)

NATROCEUTICS QUERCETIN TOTAL QOL SCORE
SIGNIFICANTLY IMPROVED QOL

POSITIVELY INFLUENCING 17 ITEMS

CLASSIFIED BY FIELD 30

- 0,
- w 18% -28%
e Everyday activity ) 20
e Outdoor activity 29 T —@
e Social activity 2 g
e Sleep score o > 10
e  Physical score 3 - -31% -53%
e Mental life score <]
0
I I I
BASELINE 2 WEEKS 4 WEEKS
Significance level p<0.05 Percentages are reported vs baseline [ BASELINE [ NATROCEUTICS QUERCETIN
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THE MULTIFACETED RELEVANCE OF QOL
NATROCEUTICS QUERCETIN BIOACTIVE SIGNIFICANTLY REDUCED

SLEEP DISORDERS DIFFICULTY IN FALLING ASLEPP PHYSICAL FATIGUE MALAISE
DEPTH OF SLEEP TENDENCY TO FATIQUE

.\ -20% -7%
15 4 o410
\.x .\ w4 26%

3
]
-35% \. 5 \,\
36% @

0.5
-53% 1
-58%
0 [ I I 0 T T T
BASELINE 2WEEKS 4 WEEKS BASELINE 2 WEEKS 4 WEEKS
Significance level p<0.05 Percentages are reported vs baseline BASELINE | NATROCEUTICS QUERCETIN

CONCLUSION FROM THE STUDY

Gold standard study design (randomized, double-blind, placebo controlled)

Proven beneficial effects on immune response and allergy outcomes

Effective in ameliorating allergy symptoms (especially nose and eye), quality of life
and inflammatory response (eg. reduced white blood cells in nasal discharge)

Wide range of tested allergens. (seasonal and year-round allergies)

Efficacy assessed using different methods (validated JRQLQ questionnaire,
objective assessment, customized questionnaire, nasal swab)

Favourable safety profile - No adverse effects reported

Promising adjuvant suitable for preventive and long-term supplementation
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Natroceutics®
QUERCETIN

NATROCEUTICS QUERCETIN

MARKET LEADING BIOACTIVE QUERCETIN

SUPPLEMENT FACTS

Natroceutics®
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Dosage size is 1 capsule.

Recommended Use:

Each capsule contains:

QuerceFit™

[equivalent to 100 mg quercetin sourced

from Styphnolobium japonicum (L.) Schott
(flowers) with 150 mg phospholipids as sunflower
lecithin (carrier)]

250 mg

Quercefit and Phytosome are trademarks
of Indena SpA, ltaly.

oueRce;-"lT“

For persons over 18 years:
Take 1 to 2 capsules per day with food or as recommended
by your healthcare professional.

Indications:

Contributes to maintaining a normal immune response to
seasonal allergens, while also being an antioxidant and a
capillary/blood vessel protectant.

OUR PRODUCTS AND PACKAGING

IT IS OUR INTENTION TO CONTINUALLY STRIVE FOR IMPROVED WAYS OF

DELIVERING, OPERATING AND BEING.

Studied and Developed by experts in the
field of Quercetin

Clean and free from agrochemicals, artificial
additives and heavy metals

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

200
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Designed to deliver therapeutic efficacy.

Fully recyclable packaging and supporting
environmental regeneration.

Vegan friendly - 100% plant based

OO



