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USPlus® Saw Palmetto Extract:
The Best Quality, Highest Purity and Value You Can Trust

Quality, purity and value. It is hard to achieve all three in the same product. Often you
can get quality and purity, but not value. Or, you get value, but inferior quality or less of
the active ingredient, so purity is sacrificed. Rarely do quality, purity, and value relate to
the same product proposition. Even more difficult is to deliver a commercial product that
has quality, purity and value, and adds trust to the equation. But that is what USPlus®
saw palmetto extract offers to our customers: a high quality saw palmetto extract,
delivering standardized potency and purity, for a value proposition for prostate health — all
in a product that is US Pharmacopeia (USP)-verified, adding trust to the fundamental
aspects of quality, potency and consistency offered by USPlus®.

Trust Starts with Supply Chain Mastery

Serenoa repens (Sabal serrulata), commonly known as saw palmetto, is a small palm,
growing 7 to 10 feet tall, native to parts of the southeastern United States, but primarily
found in Florida®. Itis an interesting fact that Serenoa repens cannot be found outside this
limited geographic region - Europe, Asia, and the rest of the world that use saw palmetto
berries must source from Florida to obtain this valuable botanical.

With the limited geographic growing area for Serenoa repens, sustainability of supply and
responsible sourcing are critically important. Because delivering consistent quality is
important for Valensa’'s USPlus® saw palmetto extract, the company has implemented a
comprehensive supply chain program, GEMS, that begins with responsible sourcing and
a focus on berry quality, and is managed all the way from harvesting to final extract.

GEMS is anchored by four supply chain pillars:
~(‘d . @ TRACEABILITY & SUSTAINABILITY

GEA

HARVESTING A BETTER FUTURE

© PURITY RESPONSIBILITY

Measures are in place at each step of the supply chain to allow

Valensa to consistently and reliably deliver quality and potency in
USPlus® saw palmetto extract, from harvest to final production. The fruit of the saw
palmetto plant are berries that develop and ripen from green to deep purple over the
course of the spring to early fall. As the berries ripen, they develop the phytonutrient profile
that makes them an important natural botanical for prostate health?. A quality extract from
ripe saw palmetto berries contains predominantly fatty acids, with a large proportion of
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free fatty acids, as well as fatty alcohols and phytosterols. The lipid profile for saw palmetto
is unique compared to extracts from other plant, vegetable, animal or nut oils3, but attempts
are often made to try to mimic the lipid composition. Only a true, quality saw palmetto
extract can support prostate health.

Trust Comes from Green Extraction Technology

Starting with ripe saw palmetto berries sourced responsibly from nature, it is only logical
that Valensa would want to continue the commitment to nature and the environment by
using a green extraction technology to capture the valuable lipid compounds that make saw
palmetto important for prostate health. Rather than using chemical solvents like hexane,
Valensa deploys a patented Deep Extract® Supercritical CO, (SCCO3) process to extract
the bioactive lipids from the saw palmetto fruit. With this green extraction technology
platform Valensa can obtain the highest quality extract, consistently achieving 85-95% total
fatty acids* without the use of strong solvents. The high level of total fatty acids and the
lipid fraction composition is directly related to the maturity of the berry and the extraction
technology used. For example, low pressure carbon dioxide extraction technology does
not efficiently pull the sterols and carotenoids from the mature berry, but ultrahigh pressure
supercritical carbon dioxide extraction does® (Figure 1).
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In 2014, De Monte et al. provided a review of extraction techniques used for 12 different
brands of Serenoa repens (saw palmetto) and the impact on the presence of key beneficial
components: free fatty acids, esterified fatty acids and other compounds such as
phytosterols®. In his publication, De Monte reported that the supercritical carbon dioxide
extraction method is non-toxic, non-flammable, and leaves no residue or impact on the
environment (eco-friendly) unlike solvent extraction techniques. In addition, supercritical
carbon dioxide extraction draws out an important lipid profile of bioactive phytonutrients
from the saw palmetto berry to achieve beneficial amounts of actives’.

In addition to the types of lipid components extracted from the saw palmetto berry, the
composition within the lipid fraction can vary widely in commercial saw palmetto products®
11 In Figure 2 below, the variability in free fatty acids (FFA), methyl and ethyl esters, and
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glyceride content in 14 commercial saw palmetto extracts is represented. In this study by
Habib and Wyllie?, the level of free fatty acids as a percentage of total fatty acids ranged
from 80% to as low as 40%.
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and are therefore considered to
be the main biologically important components of saw palmetto products.

Trust Comes from Understanding the Science

BPH is the non-malignant enlargement of the prostate gland, a common occurrence in older
men which can cause lower urinary tract symptoms!4. Approximately 50% of men 51 to 60
years of age suffer from BPH, and over 80% of men over 80 years of age suffer from an
enlarged prostate and experience lower urinary tract symptoms.

An enlarged prostate can impede the flow
Normal prostate Enlarged prostate/BPH of urine from the bladder and cause urine

V\ retention, leading to the need to urinate
g % / frequently during the day and night.

Bladder, Bladder,

Ursthig Standard of care in the US and Europe?® is
for men with mild to moderate symptoms
associated with BPH to enter a “watchful
waiting” phase to monitor the course of the
condition, during which time the physician
observes the symptoms to check if they
are stable or progressing from moderate to
more severe. Lifestyle modifications, such as alcohol consumption and caffeine intake, are
also suggested®. If BPH is progressive, physicians recommend one of three options:
medication, in-office BPH therapy, or surgery®. Men who remain stable with mild to
moderate symptoms often remain in the watchful waiting phase. It is during this early stage
of BPH symptoms when phytotherapies have been found to play a role in prostate health.




As noted before and in the literature, a key natural phytonutrient for prostate health is the
lipidosterolic extract from ripe saw palmetto berries that is rich in key lipid compounds and
free fatty acids. For decades in Europe, the hexane-extract product, Permixon®, has been
approved as an herbal medicine for use in mild to moderate BPH?1°, and has been clinically
established for efficacy in treatment of lower urinary tract symptoms associated with
BPH8‘11‘15.

5a-reductase and Development of BPH

Testosterone and dihydrotestosterone (DHT) are two important male hormones.
Testosterone is less potent than DHT, which is specifically important for the biological
development and maturation of male

sex organs, and for the development 5 alpha Reductase inhibitor

and maintenance of the prostate gland

and seminal vesicles. The enzyme 5a-

reductase, or 5aR, irreversibly Dutasteride
catalyzes the formation of DHT from
testosterone in  certain  tissues,
including the prostate gland, seminal
vesicles, epididymites, skin, hair
follicles, liver and brain'®’, Circulating
levels of DHT are approximately one-
tenth the concentration of
testosterone, but DHT levels can be up
to 10 times those of testosterone in
tissues with high 5aR expression, such
as in the prostate gland and in hair follicles'®°, Both testosterone and DHT bind to the androgen
receptor, but DHT is more potent because it has a higher affinity for the receptor!’. The reduction of
testosterone to DHT correlates with enlargement of the prostate gland, and development of
lower urinary tract symptoms, such as an increase in urine retention, difficulty starting
urination, and the increased frequency or need to urinate!’. Also, male pattern hair loss is
caused by an overproduction of 5aR enzyme and elevated levels of DHT in the hair follicles,
which interferes with the cycle of scalp hair growth. In the presence of increased levels of
DHT in hair follicles, the natural hair cycle is interrupted and newly produced hairs are
miniaturized rather than achieving full growth?°2t, Thus, compounds with the ability to inhibit
5aR and the conversion of testosterone to DHT could play a role in minimizing hair loss
and prostate enlargement in men2%:22-24,

Finasteride

. Prostate
Dutasteride volume

reduced

Bartsch G et al. Eur Urol 2000;37:367-380.

In human tissue, there are two main isoforms of the 5a-reductase enzyme expressed, Type 1
and Type 22°?¢, 5aR1 and 5aR2, respectively. Both types are found throughout the body, and
predominantly expressed in skin, scalp and follicles and in prostate tissue?>?’2%, The
pharmacological agents dutasteride and finasteride are known to inhibit 5aR2, and dutasteride
also inhibits 5aR1 (see the graphic representation from Bartsch et al.?4, above). Fatty acids
also can have anti-androgenic activity?®.
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The literature has reported that the hexanic lipidosterolic extract of saw palmetto, Permixon®, an
herbal medicine in Europe, acts to prevent the conversion of testosterone to DHT?®. Published
studies have noted that it is the fatty acids in a quality Serenoa repens extract that are
responsible for the potent inhibitory activity against the 5aR enzymes!*2%3134  The other
constituents in saw palmetto extract have little to no effect on 5aR activity*%®. Because the lipid
profile of the supercritical CO- extract of saw palmetto from Valensa, USPlus®, is very similar
to Permixon®, USPIlus® should also be able to inhibit 5aR enzyme activity.

In an experiment conducted at a contract research organization in Europe, standardized cell
culture assays were used to determine the inhibitory activity of USPlus® on both 5aR1 and
5aR2, with Permixon® as a comparator, and dutasteride and finasteride as positive controls in
the 5aR1 and 5aR2 assays, respectively®®. The data (below) indicate that USPlus® is very
effective in inhibiting both 5aR1 and 5aR2 enzyme activity, with virtually identical activity to the
reference comparator, Permixon®3°,

Figure 3. Inhibitory activity by USPlus® on 5a-reductase 1 and 2
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Data on file. 2019. Valensa International. Data on file. 2019. Valensa International.

Trust Is Delivered by Quality, Potency, and USP-Verified Certification

The fatty acid profile of saw palmetto extracts have been shown to vary widely*>37-*°, And, so the
guality of commercial saw palmetto products also varies. Variability in product quality can be due to
extraction of the lipid fraction from unripe berries; use of ground dried berry powder rather than the
lipid extract; or, even adulteration. Because the specific ratio of lauric acid to other fatty acids is very
distinctive for saw palmetto, this can be used as a fingerprint to confirm identity. The percentage of
total fatty acids alone does not guarantee that a product labeled as saw palmetto is in fact a quality
product (Table 1). Instead, it is important to look at the fatty acid ratios and levels, as well as the



Table 1. Fingerprint of Quality Saw Palmetto Extract

level of free fatty acids, phytosterols
and fatty alcohols to confirm a true,
quality saw palmetto product. The
lipid profile is an important
characteristic of a saw palmetto
product needed to support prostate
health and management of LUTS in
men with mild to moderate BPH*%42,

In the United States, the US
Pharmacopeia (USP) is an important
independent organization which has
established a monograph for saw
palmetto extract. The monograph
provides strict standards for the
extract phytochemical composition to
ensure authenticity”®, There is a
minimum for total fatty acids, sterol

Parameter USP Valensa Imported
Monograph USPlus® Extract
Lauric Acid Ratio
Identification
Capric 9-16 10 16
Caproic 9-40 13 124
Caprylic 85-175 12 11
Linoleic 4-8 7 5.6
Linolenic 35-60 38 19
Myristic 22-28 2.6 3.2
Oleic 0.60 - 1.15 0.9 1.1
Palmitic 2.8-3.9 3.4 3.1
Stearic 13-20 16 14
Total Fatty Acids min. 80% 90% 91%
Free Fatty Acids - 71% 23%
Phytosterols min. 0.2% 0.34% 0.30%
Fatty Alcohols min. 0.15% 0.23% 0.001% content  and
Peroxide Value - 0.6 6.5

[B-sitosterol  level
specified. In addition to the total fatty

acid concentration, USP has defined the fatty acid profile identity fingerprint for a quality saw
palmetto extract, representing the specific ratio of each fatty acid to lauric acid. This further
enhances the rigor of the monograph standard to verify quality and identify, and detect adulteration.

To further enhance the value proposition for USPlus®, Valensa committed to third party audit and
verification of the integrity, quality and identity of its saw palmetto extract under the US

Pharmacopeia Dietary Ingredient Verification Program (DIVP). This
rigorous process subjected Valensa’s manufacturing operations and
guality systems to a thorough review and inspection, and verification by a
third-party laboratory of the quality, potency and purity of USPlus® saw
palmetto extract. Valensa International is the first company in the world
to have a saw palmetto extract successfully complete the USP DIVP
process. This recognition for USPIlus® is an accomplishment that
acknowledges Valensa International’s commitment to berry sourcing and
extraction in a quality and consistent way, in compliance with USP’s
officially recognized requirements and standards. USP-verified status

recognizes USPlus® as a quality dietary ingredient our partners’ can trust.

h
Verified

Dietary
Ingredient

Over 25 clinical research trials, including 15 randomized controlled trials and twelve observational
studies, have successfully documented the value proposition for a quality saw palmetto extract in
prostate health and LUTS associated with BPH. The recommended clinically efficacious dose of
USP-compliant saw palmetto extract is 320 mg per day. When a man in the “watchful waiting” phase
of urinary tract symptom-progression is looking for a saw palmetto product that delivers quality, purity



and value that can be trusted, he should look no further than USPlus®, the first USP-Verified saw
palmetto extract. Consumers should be aware that taking crushed dried saw palmetto berry powder
supplements have not been established to provide any clinical efficacy or benefit. For a trusted
solution, choose USPlus®. When Quality, Consistency, Potency and Value are important, you can
trust Valensa’s USPlus® saw palmetto extract.
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