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The story begins in 2008...

> Prof. Franco Canestrari (University of Urbino, Italy)
meets Giorgio Terziani (Eurodream, La Spezia, Italy),
who introduces him to the nutritional supplement

Cellfood™,

> A research collaboration arises in order to evaluate the
In vitro antioxidant properties of Cellfood.

> After more than one year of fruitful research, results are
published in an international scientific journal.



What we evaluated...
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The antioxidant protection of CELLFOOD® against oxidative damage in vitro
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Biomolecules Cells

Erythrocytes Lymphocytes

Physiological oxidants

Hydrogen peroxide - Peroxyl radicals - Hypochlorous acid
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What we found...
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Oxidized
Glutathione

Cellfood protects glutathione
(GSH) from oxidation (GSSG),
thus preserving the edogenous
antioxidant defence system.

=== Cellfood protects DNA
) from oxidation, thus

|y preserving nucleic acid
Integrity and genetic
Information

(— cancer prevention).




What we found...

Cellfood protects erythrocytes
from oxidation, thus preserving
them against oxidative emolysis.

. Normal red

Cellfood protects
lymphocytes from
oxidation, preventing
free radical formation and
cellular oxidative stress.

HEALTHY ATTACKED BY OXIDATIVE
CELL FREE RADICALS STRESS




In the same year...

E. FERRERO! A. FULGENZI?, D. BELLONIL C. FOGLIENT:. M.E. FERRERQ?

J Physiol Pharmacol. 2011 Jun;62(3):267-93.

CELLFOOD™ IMPROVES RESPIRATORY METABOLISM OF ENDOTHELIAL CELLS

AND INHIBITS HYPOXTA-INDUCED ROS GENERATION

Myeloma Unit. San Raffaele Scientific Institute. Milan, Italy: *Dipartimento di Morfologia Umana e Scienze Biomediche - Citta Studi.
Universita degli Studi di Milano, Milan, Italy; *Clinical Cardiovaseular Biology Laboratory, San Raffacle Scientific Institute, Milan, Italy

Cellfood administration to endothelial cells leads to
Increased oxygen consumption and energy production
iIndicating an improvement of mitochondrial respiration.




CELLFOOD UNIQUE FEATURE

Modulator of cellular oxygen consumption, thus obtaining full
benefits from cell oxygenation (i.e. energy production) without
Incurring in possible adverse effects associated with oxygen
consumption (i.e. free radical production and oxidative damage).
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Valuable adjuvant in the prevention and treatment
of various physiological and pathological
conditions related to oxidative stress
(l.e. iIntense aerobic exercise, cardiovascular risk,
neurodegeneration and cancer).




In vivo confirmations...

CELLFOOD AND ENDURANCE SPORTS

Thanks to the wide availability of oxygen to muscle cells and the
enhancement of energy production during prolonged aerobic activities:

» Cellfood counteracts hypoxia-related acidosis by reducing lactate
levels and delaying the onset of fatigue,

» Cellfood improves cardiorespiratory parameters and athletic
performances.



In vivo confirmations...

CELLFOOD AND CARDIOVASCULAR RISK

Cellfood administration to osteopenic women significantly
reduces the serum levels of oxidized LDL (oxLDL), which are
markers of oxidative damage to circulating lipoproteins
responsible for the formation of the atheromatous plaque.
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In vivo confirmations...
CELLFOOD AND NEURODEGENERATION
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production in :
neurodegeneration.
neuronal cells.
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Cellfood Administration in Patients Affected by
Neurodegenerative Diseases on Chelation Treatment

Efficacy of chelation therapy to remove aluminium intoxication
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In vivo confirmations...

CELLFOOD AND NEURODEGENERATION

In patients on chelation therapy suffering from
neurodegenerative diseases, Cellfood administration
In combination with EDTA leads to:

» significant reduction of aluminium intoxication,
» Improvement of clinical symptoms,

» significant decrement of reactive oxygen species
(ROS), oxLDL, and homocysteine serum levels,

» significant increment of vitamin B12, folate, and GSH
serum levels, and of total antioxidant capacity (TAC).




The story continues in 2011...

A new research collaboration arises between:
> Eurodream,

> University of Urbino,
> “Regina Elena” National Cancer Institute (Rome),
In order to evaluate the in vitro antiproliferative properties of Cellfood.

Catalani, Battistelli, Canestrari, Benedetti, Galati, Terziani.
SANA Exhibition, Bologna, 2012.



Two scientific papers are published...

Catalani et al. Journal of Experimental & Clinical Cancer Research 2013, 32:63 B ‘ e I Ifo Od
http://www.jeccr.com/content/32/1/63 Journal of Experimental &

dlinical Cancer Research

antiproliferative activity
on hematologic cancer

Metabolism modifications and apoptosis cells (leukemia).
induction after Cellfood™ administration to
leukemia cell lines

Simona Catalani', Valentina Carbonaro', Francesco Palma?, Marselina Arshakyan®, Rossella Galati®, Barbara Nuvoli®,
Serafina Battistelli', Franco Canestrari’ and Serena Benedetti'

Nuvaoli et al. Journal of Experimental & Clinical Cancer Research 2014, 33:24 g
http://www.jeccr.com/content/33/1/24 0 Q Journal of Experimental &
Clinical Cancer Research

RESEARCH Open Access

CELLFOOD™ induces apoptosis in human
Cellfood mesothelioma and colorectal cancer cells by
modulating p53, c-myc and pAkt signaling

antiproliferative activity pathways

on solid-tumor cancer

Barbara Nuvoli', Raffaela Santoro’, Simona Catalani?, Serafina Battistelli®, Serena Benedetti®, Franco Canestrari®

Ce”S (CarC|n0maS) . and Rossella Galati'”




What we evaluated...

Jurkat: acute lymphoblastic leukemia
U937: acute myeloid leukemia

K562: chronic myeloid leukemia
CANCER

CELL LINES IM1, IM2, NCI2452, MSTO211, MPP89: mesotelioma
M14, ME1007: melanoma
SKRB3, MCF7: breast carcinoma
HCT116: colon carcinoma
H1650, H1975, H1299: lung carcinoma
EJ: bladder carcinoma

Tumor cell incubation with CELLFOOD (5 pl/ml)
for 24, 48, and 72 hours.



What we evaluated...
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CELL PROLIFERATION
(cell count and viability)

CELL METABOLISM
(HIF-1a, GLUT-1, LDH, lactate)

APOPTOSIS
(caspase-3, PARP, DNA laddering)

APOPTOSIS-RELATED PROTEINS
(P53, p21, p27, c-myc)

CELL SURVIVAL PATHWAYS
(Akt, Bcl-2)



What we found...

CELLFOQOD INHIBITS CANCER CELL GROWTH
WITHOUT AFFECTING HEALTHY CELLS
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HFF and Met5A: fibroblast and mesothelio cell lines.
HCT-116 and MSTO: colon carcinoma and mesothelioma cell lines.
CNTR: untreated control cells.

CF: Cellfood-treated cells.



What we found...

CELLFOOD INHIBITS THE HYPOXIC FACTOR HIF-1a,
Involved in the regulation of cancer cell metabolism and
apoptosis resistance.

Modulation of glucose metabolism
(glycolysis) after Cellfood
administration.

Induction of apoptotic cell
death after Cellfood
administration.

Inhibition of GLUT-1 expression,
lactate dehydrogenase activity and
lactate release.

Activation of caspase-3
and induction of DNA
fragmentation.




What we found...

CELLFOOD INHIBITS THE ACTIVATION OF AKT,
Involved in cancer cell survival and apoptosis resistance.

Inhibition of cell survival Induction of apoptotic
pathways after Cellfood cell death after Cellfood
administration. administration.
Increment of p53 expression and ‘ Activation of caspase-3
decrement of c-myc and bcl-2 and cleavege of PARP.
expression.




CELLFOOD AND CANCER

Cellfood may affect all the three stages of carcinogenesis
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Cancer initiation ’ » Cancer promotion ' ‘ Cancer progression ’

ANTIOXIDANT DNA BLOCK OF THE INITIATION OF

PROTECTION CARCINOGENESIS
CELLFOOD GLUCOSE METABOLISM
ACTIONS MODULATION BLOCK OF THE PROMOTION
AND PROGRESSION OF
CELL SURVIVAL PATHWAY CARCINOGENESIS

INHIBITION



Considering that...

The combination of metabolic regulators and inhibitors of
signaling pathways is a rational approach to treat cancer.

The long-term safety and tolerability of any chemopreventive
compound for human consumption are a key issue.
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CELLFOOD MAY BE OF GREAT CLINICAL UTILITY
BOTHAS A CHEMOPREVENTIVE AGENT AND AS A
SUPPORT TO STANDARD ANTINEOPLASTIC
THERAPIES.



The story still continues in 2016...

Can Cellfood sensitize cancer cells to radiotherapy by
counteracting hypoxia-related radioresistance?

>~ lonizing
" irradiation
=& _

Oxygen fixes DNA damage
R+ Op » RO2 = ROOH

Preliminary in vitro studies indicate that, in Cellfood-treated cancer
cells, irradiation causes higher tumor cell mortality as compared to
untreated irradiated cells.

Waiting for in vivo studies...



Take home message... Cellfood to rebalance
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Oxidative stress and hypoxia play a pathological role in many
degenerative diseases, from neurodegeneration to cancer.

Cellfood, as unique oxygen modulator, may offer health benefits
both in the prevention and treatment of these disorders.
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