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affrori’\

To help with Relaxation, Mental and Physical
Balance, and maintain a Positive Mood

affron® and its benefits

affron®is a new generation extract obtained from saffron
stigmas (Crocus sativus L.).

W2, Genetically certified saffron extract.

% Highest content of active components
analyzed by HPLC.

% More effective, with lower daily intake.

PHARMACTIVE seal of quality.
Total Control of the entire production

chain.
vertically

integrated
production

Patent
ES2573542
3 clinical
studies

Genetically
certified

100%

Saffron extract g
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affron® the way it works

One of the main causes of depres-
sion is the reduction of some neu-
rotransmitters related to mood (Carr
et al., 2011), mostly serotonin, no-
repinephrine and dopamine.

Most of the antidepressants currently
used are selective inhibitors of the
reuptake of these neurotransmitters

(Serretti et al., 2007), but these drugs
have side effects associated.

Previous scientific studies have shown
that saffron is effective against de-
pression and related disorders.™
Safranal and crocins are responsible
for the increase of neurotransmitters
in the brain. °

affron® clinical trial by Pharmactive

A randomized double-blind placebo
and parallel controlled Gold Standard
clinical trial was performed with 128
participants during 4 weeks to deter-
mine the efficacy of affron® on mood.
The clinical study was reviewed and
approved by the Ethic Committee of

affron® benefits

Natural alternative for the
prevention of mood disorders
related to depression

Diminishes tension, stress, anxiety,
depression, anger and tiredness

Increases vigor and positive mood

Improves sleep quality

)
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Clinical Research of Queensland, co-
llected by the “Australian New Zealand
Clinical Trials Registry” (approval num-
ber HREC2014002), following the cu-
rrent legislation (National Health and
Medical Research Council in Australia).

Pharmactive’s affron®

A 100% traceable product from Spain.

/\ Premium Quiality saffron
(Crocus Sativus L.) stigmas.

/\ Active Components analyzed by HPLC
(>3.5% Lepticrosalides®).

/\ Stable 3 years.
A Non-irradiated.
/\ Non GMO.

AN Multiple galenic possibilities.

AN Phyto traditional use.



affron®’s Lepticrosalides®

affron® is a unique natural Saffron extract
concentrated in Lepticrosalides®.

Lepticrosalides® are the main bioactive
components related to the prevention of
depression disorders, and also responsible

for the organoleptic properties of Saffron.

Lepticrosalides are analyzed by High Per-
formance Liquid Chromatography (HPLC)
which is an objective analytical technique
to determine these bioactive compounds

Other scientific evidences with Saffron
Effectiveness treating mood disorders

A In a placebo-controlled trial in 40 pa-
tients suffering from depression, Saffron
was found to be significantly superior
over placebo.’

A In a clinical double-blind study, 30 pa-
tients with mild to moderate depression
were either treated with Saffron (stig-
ma’s extract) or with 100 mg imipramin
for 6 weeks: the effects were found to

be equivalent, with a better tolerability of
Saffron.?

A In a six week randomized, double-blind
pilot trial, efficacy of saffron extract was
compared with 20 mg of fluoxetin in 40
patients with mild to moderate depres-
sion: Saffron at this dose was found to
be effective similar to fluoxetine.®

in affron® Lepticrosalides®.

Lepticrosalides® by HPLC: most accu-
rate, isomers differentiation, objective me-
thod, detection of possible fraud or plant
foreign matter.

A In a double-blind, randomised and pla-
cebo-controlled trial, 47 women aged
20-45 vyears with diagnosed PMS
(Pre-menstrual syndrome) received sa-
ffron or placebo for two menstrual cy-
cles: Saffron was clinically effective in
relieving symptoms of PMS, including
mood (anxiety, irritability, depression,
nervous tension, mood swings and out
of control).*
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affror!\

improve your mood

affron®
Recommended dosage

affron® is a free flowing soluble powder sui-
table for dietary supplements that can be for-
mulated in several galenic forms.

Pharmactive recommends a daily dosage of
28 mg.




AFr<ONEYE
An eye for innovative eye
health solutions

Ar=¢NEYE and its benefits

AFFRONEYE is innovation for the vision. Obtained from Spanish
quality saffron stigmas (Crocus Sativus L.) A7==¢NEYE has a
natural content in Crocins, the major carotenoids in saffron,
with high antioxidant capacity, which protect against blue
light, improve blood circulation in the retina' and prevent

from macular degeneration (AMD).
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Eye health and visual performance
can be affected by oxidative stress
caused by free radicals, light expo-
sure, etc. Oxidative stress affects
overall eye health and may increase
the risk of diseases such as AMD
(Aged-Related Macular Degenera-

AF=CNEYE benefits

tion) over time, which implies a rapid
decline in quality of life.

AFFRONEYE from saffron stigmas is
a natural alternative solution that
protects from retinal oxidative stress
due to its antioxidant properties.?

Limits the free radicals reaction’*
Increases blood flow in retine and choroid'
Improves oxygen diffusivity in the eye?

Protects from blue light*

AFm=OMNEYE the way it works

AFFRONEYE exerts eye protection
and prevents from AMD or related
diseases. The concentration of na-
tural crocins (Figure 1) in AF~=ONEYE,
which confer red color to saffron
stigmas, are also responsible for the
antioxidant capacity against oxidative
stress in the eye.

Crocins and the corresponding
aglycon crocetin (Figure 1), helps

photoreceptors recovering from re-
tinal damage, helping prevent the
development of AMD.®®

The antioxidant characteristics of
crocin and crocetin protect retina
against oxidative damage caused
by light exposure, free radicals and
daily oxidative stress that are related
to eye diseases.
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Biosynthesis pathway of saffron components

Figure 1. Biosynthesis pathway of saffron carotenoids
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Pharmactive’s Ar<CONEYE

A\ 100% traceable product from Spain.

A\ Premium Quality Saffron (Crocus
Sativus L.) stigmas.

A Active components analyzed by HPLC
(>3% crocins).

/\ Stable 3 years.

/\ Non-irradiated.

/\ Non GMO.

A Multiple galenic possibilities.

A Well tolerated in clinical trials with doses
up to 5g per day are safe.

/\ GRAS status.




EYE absorption and metabolism

- Crocin is hydrolyzed to crocetin in the
stomach (Figure 2).

- Crocetin is absorbed as crocetin gluco-
noride conjugates.

blood circulation reaching target tissues
such as retina.

- Crocetin is metabolized in the intestine. - Finally are rapidly incorporated into the

EYE
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Figure 2. Bioavailabitily of crocins from EYE

Scientific Evidences

In a 3 months placebo-controlled, dou-
ble-blind crossover study, 25 patients
with early Age-Related Macular Dege-
neration (AMD) received saffron or pla-
cebo. Treatment showed that short-
term saffron supplementation
improves retinal flicker sensitivity
in early AMD.®

A study administrated rats either B-ca-
rotene or saffron for 6 weeks. Saffron

was effective in protecting photo-
receptors from retinal stress, main-
taining both morphology and func-
tion.*

The data reported by Natoli et al. (2010)
provides insight into how Saffron acts
against light damage showing the
protective effect of saffron in eye
photoreceptors.®

The investigation of crocin effect against
light-induced photoreceptor death in
an in vitro model provides experimen-
tal evidence of the ability of this saffron
component to suppress light stress
and to block photoreceptors cell dea-
th, showing antioxidant properties and
preventing lipid peroxidation.®
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AFr<ONEYE
An eye for
innovative eye health solutions

AFrONEYE
Recommended dosage

AF=ONEYE is a powder extract standardi-
zed into Crocins by HPLC (>3%, dry basis),
suitable for dietary supplements that can be
formulated into liquids, ointments, capsules,
softgels, tablets, among others.

Pharmactive recommends a daily dosage of
20 mg of AFRONEYE.




ABG 1+ )\

A Complete Antioxidant for Cardiovascular
Health Designed to stimulate blood
circulation and reduce LDL

ABG10+® and its benefits

A new generation Aged Black Garlic extract standardized in
S-Allyl cysteine by HPLC.
Garlic has long been used for treating diverse human
diseases because of its antioxidant and antimicrobial
effects.’
ABG170+° provides all therapeutic benefits of raw
garlic, without the inconveniences.
- Real alternative for cardiovascular health.
- Dose effective/Cost effective (250mg/day).
- (GRAS) according to the code of Federal
Regulations.

- Meets the USP./PH.EUR.
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Garlic has long been used for treating
diverse human diseases because
of its antioxidant and antimicrobial
effects.” Despite that it has many
active components with great health
benefits, its consumption is limited
due to its characteristic odor and
taste, which can cause stomach up-
set. The bioactive compounds of
raw garlic are difficult to quantify
because of their unstable nature.?

Pharmactive employs a short term
method (Figure 1) at controlled tem-

perature and relative humidity that:
eliminates the unpleasant garlic sen-
sorial characteristics, increases the
antioxidant capacity and the Total
Phenols content (Figure 2); improves
the stability of the resulting bioactive
compounds, such as S-Allyl Cysteine
(SAC), that increase its content in
ABG 10+ in comparison with current
aged or raw garlic (Figure 3).

Black Garlic ageing process

Figure 1. Innovative short term aging process developped by Pharmactive

The resulting black cloves of sweet
taste provide ABG170+® antihyper-
tensive and cardioprotective effects

due to its high SAC content and its
antioxidant capacity that may reduce
oxidative damage of LDL cholesterol.
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Total Phenols by Folin-Ciocalteu

Source
Pharmactive

Figure 2. Total Phenols Content as gallic acid (%, dry basis)

analyzed by Folin Ciocalteu reagent.

Pharmactive’s ABG70+°

A\ Premium quality product from Spain.
/\ Odorless and tasteless.

A Active component- S-Allyl cysteine
standardized by HPLC.

A High stability of bioactive compounds.
A Easily applicable to any galenic forms.
/\ Non-irradiated.

/\ Non GMO sourced.

/A Phenols content is 10 times higher
than garlic extract.
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ABG10+° S-Allyl Cysteine (SAC) content comparison
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Figure 3. HPLC analysis of SAC
in different Garlic Extract.
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ABG10+° Cardioprotective

Several clinical studies show that one of the major compound found in Aged Black Garlic, is SAC, which has cardioprotective effects:
@ Reduces LDL, decreases serum triglyceride and increases HDL cholesterol.*®

/\ LDL cholesterol isolated from subjects receiving SAC during 7 A A 12-week double-blind, parallel randomized placebo-contro-
days were reported to be more resistant to oxidation than LDL lled dose trial involving 60 patients, daily supplementation with
isolated from subjects receiving no supplementation. Black Aged Garlic resulted in a cardioprotective effect in pa-

tients with mild hypercholesterolemia.




ABG10+® Features e

journal of
functional foods

Bioavailable, odorless, water-soluble
Quality guaranteed by Pharmactive QC Laboratory
Pharmactive propietary in vitro trial published

Scientific References wo sciencedirect com
1. Rees LP. et al. (1993) World J Journal of Clinical Nutrition 67.

Microbiol Biotechnol. 9. 6. Sasaki et al. (2007) Med.
2. D. Wang et al. (2010) Med. And Aromatic Plant Sci. Biotech. 1.

Arom. Plant Science and Biotech. 7 gang EB. et al. (2012) Food
3. J. S. Munday et al. (1999) Science and Technology 46.

Atherosclerosis 143. 8. E-S Jung et al. (2014). Nutrition
4. K. Ried et al. (2010) Maturitas 67. 30. ABG10+°

+ Advantages

5. K. Ried et al. (2013) European 9

- Odorless and tasteless

- Higher total phenols content

- Higher SAC concentration (analyzed by
HPLC)

- Proven cardioprotective effects (propietary
in vitro study)

- Multiple galenic possibilities.




CSAT-I-%ESS

CSAT*:: and its benefits

Eat less calories by breaking bad eating habits.
With energy release.

Reduce hunger cravings and snacking between meals.
Reduce meal sizes and feel fuller for longer.
Become more active and burn more calories.

Lose weight without the struggle.

PHARM/ \CTIVE

BIOTECH PRODUCTS



The combination of dietary fiber
from the seeds and natural phe-
nols from carob pods (Figure 1) is
the most efective alternative against
overweight.

CSAT*.: has a significant content of
Galactomannan (>30%), recognized
components of dietary fiber, with high
gelling capacity and suppress ener-
gy intake, reducing hunger ratings.

Galactomannan is widely used in
Food Industry (ice creams, jelly, etc.);
when dissolved into water it beco-

CSAT*: the way it works

®

mes into hydrocolloids with gelling
properties.

In fact, these viscous and water-so-
luble polysaccharides delay emptying
of stomach contents which prolongs
satiety signals arising from the sto-
mach.?**

Human and animal studies agree
that increasing the thickness of a
liquid reduces the amount consumed
when compared with an unthicked
liquid.™

Carob is a beanlike fruit subfamily of the Leguminosae (Ceratonia siliqua
L.) typical in the Mediterranean region.' Historically, due to its high content
of sugars, the brown pod was consumed as food, especially in ancient

times as a candy for children.

Pods (90%) .

Seeds (10%)

Figure 1. Carob seeds and pods.

The carob fruit is composed, by weight, of pods (90%) and seeds 10%

(Figure 1):

The seeds (endosperm part) can be employed to obtain Carob gum, chiefly
used to stabilize emulsions and dispersions in food industry, with a major
content in polysaccharides of high molecular weight, mainly Galactoman-
nan.® Galactomannan is not digested in the upper gastrointestinal tract
and thus are components of the dietary fiber.

Pharmactive’s CSAT"‘EE&SS

A 100% traceable extract produced
in Spain.

A\ Premium quality.

A Active Component — Galactomannan
(>30%).

A\ Stable 2 years.
A Non-irradiated.

A Designed to enhance health naturally.




Figure 2 - Chemical structure of
Galactomannan in Carob (3)

The groups of polar phenolic compounds in Carob Fruit PE . _
are very heterogeneous: simple phenolic acids, cinnamic o Flavonoids
. . . . . ) e70 Gallic acid
acid and derivatives, flavonoids, isoflavones, lignans, an-
thocyans and tannins.”® Gallic acid, is the major compound
between simple phenolic acids, and flavonoids form part of
25% of total polyphenols as can be observed in Figure 3.
These compounds included in the daily diet may play an im-
@ portant role in the prevention of chronic diseases because of o0 @0“‘

its chemopreventive properties. MWM @
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olivactive\

The “Nature’s Antibiotic” that helps your upper
respiratory tract & defenses to fight against
external agents

olivactive” and its benefits

olivactive® is an olive leaves extract, natural source of Oleuropein,
standardized by HPLC.

Recognized as:
- Natural antibiotic.
- Antifungal.
- Antiviral.
- Good for mouth health.

- Immune system.
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olivactive” is recommended to
strengthen the immune system and
relieve fatigue in case of infection
(Lee-Huang, et al., 2003). Olivactive
increases the physiological resistance

HO

HO

O
HO

HO
OH

of the organism in case of severe
environmental conditions due to the
presence of Oleuropein (Figure 1).

Figure 1. Chemical structure of Oleuropein

olivactive” the way it works

When taken orally or applied topically,
olivactive® will work according to the
content of oleuropein; this highly bioa-
vailable compound breaks down in the
body to produce mostly hydroxytyro-
sol, responsible for the antimicrobial
activity.

olivactive” antimicrobial activity is
thought to be via either inactivation of
cellular enzymes crucial for microor-
ganism and viral, replication or direct
attack on the cell membrane resulting

in leakage of intracellular components,
such as glutamate, potassium, and
phosphorus.®

Other proposed mechanisms are: in-
terference with specific amino acid
production processes vital to the life
cycle of viruses, immune activation of
host defense through direct stimula-
tion of phagocytosis or penetration of
infected host cells while achieving an
irreversible inhibition of viral replica-
tion.*

Pharmactive’s olivactive®

AN 100% traceable natural olive extract
produced from a unique source of
ancient olive trees in Spain.

A\ Pharmactive controls all the production
steps, from cultivation to final extract.

A\ Premium quality, complying Eur./USP.
Pharma requirements.

A Active phenolic components analyzed
by HPLC.

/\ Stable (>2 years) — highly stable due to
high antioxidant compounds.

A Non-irradiated.

A Designed to enhance health naturally
and without side effects.

A Kosher Certified.




Scientific evidences

The olive leaves have been used for thousands of years as a natural remedy for the treatment of different diseases in the Medite-
rranean culture (Agalias et al., 2005), and in the recent years, the scientific community has shown a great interest because of the
health benefits with the publication of several scientific studies:

1)

Walker et al., (1997) published the
antibiotic properties of Oleuropein
against 126 pathogen microorganis-
ms, most of them notoriously antibio-
tic-resistant. Including Chlamydia and
E.coli, and diseases such as Hepatitis
A, B and C, Lyme disease, Meningitis
(both viral and bacterial), pneumonia,
etc. Oleuropein seems to be more
effective than other natural antibiotic,
both in wide spectrum capabilities and
in potency.

Markin et al., (2003) showed antimi-
crobial activity of Oleuropein against

fungi and some bacteria (Figures 1
and 2). In fact, Oleuropein is effective
when prolonged use of antobiotics,
encouraging development of opportu-
nistic infections and weakened immu-
ne system.

Olea europaea might be considered
as a potential source of promising an-
timicrobial agents for treating different
human infections. Dietary intake of this
product reduces the risk of bacterial
infecction.®

3) Visioli et al., (1998) reported that oleu-
ropein can enhance the production of

nitric oxide, which is known to have
cytotoxic effects against several pa-
thogens. This specific effect of pein
supports out defenses and might con-
tribute to protective effects against
bacterial infections.




olivactivel\

The “Nature’s Antibiotic” that helps your
upper respiratory tract & defenses to
fight against external agents

live leaf e

Figura 2: Bacterial exposure to olive leaves Figura 3: Effect of different concentrations of olive
extract for various time periods leaves extract on viability of different bacteria
following 24h exposure

Scientific References

. Walker (1997). M. Kensington 5. Markin et al (2003). Mycoses 46. olivactive®
Publishing Corp.
6. Visioli, F. et al., 1998. Life Sci. 62, Recommended dosage

. Soler-Rivas, C. et al., 2000. J Sci 541-546

Food Agric 80, 1013-1023. olivactive® is a free flowing powder

7. Agalias, A. et al., 2005. J. Liqg. itable for diet lements that can
Lee-Huang, S., et al., 2003. Bio- Chrom. Rel. Tech.28, 1657-1571. |18 ggszdoagfqﬁg ngp%ﬁles Siﬂgaelsoa

chemBiophys Res Commun, 307,
1029-1037 tablets, among others.

Pharmactive recommmends a daily
. Fitd, M. et al., 2007. Ann Ist Super dosage of 500 mg for preventive
Sanita, 43, 375-81 purposes.



plasyszo\

Designed for BPH and LUTS,
Improving men’s quality of life

plasys300° and its benefits

Pharmactive’s plasys300° is a phytotherapeutic product for the
treatment of lower urinary tract symptom (LUTS) and benign
prostatic hyperplasia (BPH). plasys300® contains extracts
from different botanical species proven to improve urinary
symptoms related to prostate enlargement. plasys300°,
a tailored composition for improving men’s health
and well-being containing phytosterols, being
B-sitosterol a major active component.
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plasys300° the way it works

As men age benign prostate glands
may enlarge causing pressure on the
urethra, resulting in weak urination,
bladder emptying and downgrading

their quality of life. plasys300° is
effective in helping to reduce bother-
some symptoms such as: nocturia,
daytime frequency and sensation of
residual urine.”

plasys300° extracts have shown
significant improvements for prostate
discomfort symptoms: ameliorates

International Prostate Symptom Score
(IPSS standard that scores the severity

Scientific evidences

of LUTS), urinary flow rate (Qmax), and
irritative and obstructive symptoms.>®

Phytosterols have an anti-inflammatory
effect that help inhibiting the synthesis
of prostaglandins that accumulate in
the prostate of men with BPH. These
compounds are effective in relieving
BPH symptoms, reducing nocturia,
daytime frequency and sensation of
residual urine, as well as being preven-
tive from needed surgical intervention.*

Effects usually take 4 weeks to deve-
lop.®

Changes of IPSS and Qmax of all prospective, randomized trials with plant extracts and a study period of >6 months”

Pharmactive’s plasys300°

) IPSS mean (SD) Qmax [ml/sec] mean (SD)
et Product Study Patients Baseline Study end Change Baseline Study end Change
1 Extract 1 6mo 100 14.9 (4.7) 7.5 (4.4) 7.4 9.9 (2.5) 15.2 (5.7) +5.3% o

Placebo 6 mo 100 15.1 (4.2) 12.8 (4.5) 2.3 10228  11.44.7) +1.20 A _100 %6 traceable extracts produced

10 Extract 1 6 mo 88 16.0(4.6)  7.8(4.9) 82" 106(3.3)  19.4(8.6) +8.8 in Europe.
Placebo 6 mo 89 14.9 (5.2) 12.1(5.6) 2.8 11327 157 (6.1) +4.4

16 Extract2  6mo 30 novaiidated questionnaire -69%*  10.3(6.2)  105(5.1) +0.2 A Premium quality, complying Eur. Pharm.
Placebo 6 mo 30 no validated questionnaire -29% 11.8(6.4)  12.1(5.1) +0.3

requirements.
SD: standard deviation

* Statistical difference A Active components analyzed by

GC-GC/MS.
Ref.1: B-Sitosterol (20 mg / tid)

Ref.10: B-Sitosterol (130 mg / die)
Ref.16: Pollen

IPSS: International Prostate Syndrome Score

Qmax: Maximum Flow Rate (ml/sec) A >50% Phytosterols.

A\ Stable - Stability test performed
according to ICH conditions.

AN Designed to enhance health naturally.

A\ No side effects or drug interactions
have been reported.*®
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plasyszo

Designed for BPH and LUTS,
Improving men’s quality of life

plasys300°
Recommended dosage

plasys300° is a free partially soluble flowing
powder suitable for dietary supplements that
can be dosed as capsules and tablets.

Pharmactive recommends a daily dosage of
300-350 mg for preventive purposes
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HEADQUARTERS R&D LABORATORY
Avda. del Doctor Severo Ochoa, 37 Local 4J C/ Faraday 7

Alcobendas 28108 Madrid (Spain) 28049 Madrid (Spain)

+34 911 123 848 — www.pharmactive.eu — info@pharmactive.eu

This information is strictly for healthcare professionals
Pharmactive’s products are not intended to diagnose, treat, cure, or prevent any disease
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