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LATEST NEWS FROM INDENA

MEDICINE
GROWS WITH
HEALTHY PLANTS
<<Should one turn down
a tasty meal because one
doesn’t understand the
digestive system?>>
by Giovanni Appendino
Phytotherapy is no simple backwardlooking archaeology of medical
therapy with age-old indications
written in stone. Quite the reverse, it
is fertile ground for the application
of increasingly sophisticated
technological advances in identifying
new plants for pharmaceutical use
as well as for the development
of ingredients from well-known
medicinal plants with optimised
pharmaco-kinetic and pharmacodynamic effect.
The topic was extensively explored
in the Indena Lecture which took
place in the Brazilian city of Vitória
as part of the annual convention of
SOBRAFITO, a scientific association
in Brazil which brings together
doctors and pharmacists involved
in the study of medicinal plants.
The event is a tangible sign of the
growing commitment of Indena
in South America, a continent
whose tremendous plant diversity
makes it a veritable “green lung”
for phytotherapy. The lecture dealt
with “The role of Phytotherapy in
medicine” but its subtitle posed a
metaphorical question: “Should one
turn down a tasty meal because one
doesn’t understand the digestive
system?”. The reference was to the
difficulty of rationalizing the clinical
efficacy of many medicinal plants in a
reductive methodological perspective
such as that which pervades modern
medicine. The action of the majority
of medicinal plants can not in fact
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be attributed to that of a single
active ingredient, a single target or
a single action mechanism. Rather
it is often the result of synergies
between various active principles,
whose pharmaco-dynamic properties
are also modulated in a pharmacokinetic sense by countless other
components of the plant which it
would be simplistic to consider
“inert”. The regulatory dilemma for
pharma-foods provided a further
topic of discussion.
The impossibility of finding a
scientific solution was underlined,
given that no diet can be
pharmacologically neutral.
To assume that the plethora of
phenols, terpenoids and acetogenins
contained in nutritional plants has
no effect on our health flies in the
face of evolutionary theory, and
flagrantly denies the ability of an
organism to modify itself in relation
to its environment and exploit its
characteristics to the full. In an
evolutionary context it is difficult to
explain how man has missed the
opportunity to benefit from the many

micronutrients which accompany
those essential macronutrients
(proteins, carbohydrates, fats) in so
varied a diet.
Lastly, attention was turned to the
delicate issue of adulteration of
herbal ingredients.
The term “snake oil” is commonly
used to refer to fraudulent or
ineffective remedies. Snake oil
obtained from sea snakes is indeed
an ingredient of Chinese medicine
and is very rich in omega-3 acids.
It would became tremendously
popular and very much in demand.
As a result it underwent numerous
adulterations with a startling array
of ingredients until it would lose any
credibility and become a byword for
medical quackery.
In an entirely similar manner, the
level of adulteration of certain
expensive ingredients of plant
origin, such as bilberry extracts,
calls for greater implementation of
quality controls to prevent future
generations speaking of “Bilberry
anthocyanosides” in the same way
we speak of “snake oil” today.

Indena joins Italian Centres of Excellence in
the fight against cancer
Fruit and vegetables are rich in
phytochemical components and in
particular polyphenolic antioxidants.
Increasing attention has been given
to these over the last decade as
potential chemopreventive agents
against an array of tumours that
afflict the human race.
There is much epidemiological
research and indeed scientific
evidence which supports the positive
role that natural products may
have in influencing the genesis and
progression of cancers. Randomised
studies would also be needed
however if this enormous potential
is to be transformed into clinical
practice.
Indena products are playing a role
in this important work conducted
by recognised Italian Centres of
Excellence in cancer research: the
European Institute of Oncology (IEO)
and the National Cancer Institute
(INT), both Medical Research
Hospitals in Milan together with the

Indena research centre in Settala (Milan)

Galliera Hospital in Genoa. Results
are expected within the next two
years for two clinical trials currently
being run. The first is coordinated by
IEO and involves breast cancer risk
patients (Green tea polyphenols and
silybin for breast cancer: a pilot presurgical study).
The second is a multicentre study led
by the Galliera Hospital which also
involves the IEO and INT. It focuses
on patients with high risk of colon or
rectal cancer: (a randomised doubleblind trial of a rational combination

of anthocyanins and curcumin for
colon cancer prevention in subjects
with colorectal adenomas – a
MIRACol study).
This is one of the projects deemed
to be of high scientific impact in
oncology and cardiology which will
receive funding from the Veronesi
Foundation in 2012.
Both projects were presented in
Boston last October at the AACR
International Conference on
“Frontiers in Cancer Prevention
Research”.

Bilberry and the fight against type 2 diabetes
Obesity, diabetes and cardiovascular
disease are all linked by oxidative
stress resulting in damage to proteins
and markers of protein oxidation.
There is evidence that an ongoing
cytokine-induced acute-phase
response is closely involved in the
pathogenesis of type 2 diabetes and
associated complications such as
dyslipidemia and cardiovascular
disease. Anthocyanins are emerging
as an alternative dietary strategy
to attenuate diabetes and obesity
associated inflammation and
oxidative stress but while in vitro and
in vivo data, including nutrigenomic
studies, are quite intensive, available
evidence from human controlled
studies is still limited. In addition,
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important new epidemiological
studies suggest that increased
consumption of anthocyanins lowers
the risk of cardiovascular disease
and may also contribute to the
prevention of hypertension; a higher

consumption of anthocyanins and
anthocyanin-rich fruit has been
associated in literature with a lower
risk of type 2 diabetes.
These form the broad basis of a
research program led by Prof. Nigel
Hoggard of the Rowett Institute of
Nutrition and Health, University
of Aberdeen. This work focuses
on a possible correlation between
supplementation with Mirtoselect®
and oxidised protein markers in the
blood plasma of overweight/obese
type 2 diabetics.
The results of a first open study
were recently presented at the ECO
(European Congress on Obesity)
and will be followed by controlled
validation studies.

MAKING SENSE OF INCENSE
Incense is an aromatic gum-resin
whose smoke when burnt is used to
purify the air and create a spiritual
atmosphere. Types of incense
are also known to have medicinal
use however. The most famous
is frankincense obtained from
Boswellia serrata Roxb., a shrub
grown in arid areas of the Indian
subcontinent.
Numerous studies have focussed on
Indian incense in recent decades,
and have substantiated some of its
traditional uses, and particularly its
anti-oxidising properties. Clinical
results have proved promising with
articular and respiratory functions
and to combat localised tension

such as irritable bowel syndrome.
The active ingredients of Boswellia
are triterpenic (or boswellic) acids
whose action mechanism has
long been debated. The molecular
target of more recent studies
has been the enzyme mPGE2s
which occurs downstream of the
prostaglandin cascade, though the
issue of its limited bioavailability
remained unresolved. The lecithinic
formulation (Phytosome®) has
therefore proved to be a winning
strategy for Boswellia; by preventing
the self-aggregation of compounds
with low solubility in water and
in organic solvents, it facilitates
absorption. A recent preclinical

pilot study has indeed shown how
Casperome™, phytosome of a
standardized extract of Boswellia,
shows greater absorption and
tissue distribution compared with
the native unformulated extract.
These most encouraging results lay
the foundations for a better clinical
interpretation of the significant
healthcare potential of Boswellia.

Casperome™ logo

ONE SINGLE LEAF, MANY COMPOUNDS
Centella asiatica is a small
spontaneous herbaceous plant
which grows in Madagascar. There
with due regard and respect for
principles of biodiversity it is
harvested by Indena. Its leaves
contain molecules with marked
biological activity, amongst which
those known as “triterpenes” are
certainly the most renowned and
best documented.
These compounds, both as free
molecules and as glycosides,
markedly encourage collagen
synthesis and are therefore used
both in topical and oral applications
as an anti-wrinkle treatment, for
wound healing or for rebuilding
the architecture of connective and
perivascular tissue.
The latest research into this process
has enabled Indena to develop
further derivatives alongside
the already familiar triterpenes
found in Centella (asiaticoside,
asiatic acid and madecassic acid)
and its phytosome form which
ensures higher bioavailability.

Centella asiatica

Heterosides for example, a mixture
of the glycosides asiaticoside
and madecassoside, have high
solubility in water and are very easy
to formulate, whilst high purity
madecassoside is the only one of
these compounds able to stimulate
type III collagen synthesis.

The portfolio of Centella derivatives
also includes high titer asiaticoside;
this is already available on industrial
scale and supported by encouraging
clinical results.
In addition to highly purified
molecules, Indena has recently
launched Centevita™, an innovative
product also derived from the leaves
of Centella asiatica with a triterpene
content exceeding 45%.
Centevita™ also contains a
significant quantity of polyphenols:
the two classes of compounds
contribute synergistically to the
biological activity of the extract
that in studies to validate its
effectiveness, has proved an
excellent anti-glycation agent.
It also can combat the phenomenon
of photoageing, improve the density
of connective tissue, reduce the
extent of wrinkles and improve skin
tone as a whole.
Centevita™ has been given Ecocert
validation for the exclusive use of
food grade solvents in the extraction
process.

WORKING FOR
A BETTER
ENVIRONMENT
Indena’s business is inspired by
nature. Our philosophy is to respect
and take care of the world around us
to make it a better place in which to
live.
Under the direction of the
Environmental Management
Committees, we have taken
action to offset the environmental
footprint of all Indena production
sites and offices. Measures include
safeguarding water supplies,
reducing air pollution and recycling
and the safe disposal of waste.
The ISO14001 certification obtained
two years ago by our main production
site in Settala (Milan), has now also
been obtained by Indena’s French
manufacturing plant in Tours.
This recognition is evidence that
adequate management systems are
in place to monitor environmental
impact and continually enhance the
environmental performance of our
business in a systematic, effective
and sustainable way.

AN ACCOLADE
FOR JAPANESE
QUALITY
The 2012 Monde Selection Grand
Golden Award was recently
presented to the Japanese company
Maeda Yakuhin Shoji Group Inc for
their product Mirtogenol®.
The product is no less than a blend of
Indena’s Mirtoselect® and Horphag’s
Pycnogenol®, both well documented
in the eye health area as single
active ingredients as well as in
combination.
Monde Selection is an international
quality selection body whose
mission is to test consumer goods

DEVELOPING TIES IN THAILAND
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An enjoyable yet professional
atmosphere was created in the
delightful setting of Phuket when
Thailand played host to the periodic
meeting of Indena partners operating
in the vast Asian continent. The
meeting provided a fruitful and useful
opportunity to exchange experiences
and share new ideas on trends in the
more mature and regulated markets,

Australia and Japan for example,
in those yet to be fully discovered
like Vietnam, and examine pointers
emerging from rapidly growing
economies such as China.
Once again the meeting achieved
its objective of sharing experiences,
fostering an environment in which
new ideas could flourish and lead to
future projects and solutions.

INNOVATIVE XILOGEL® WINS
PERSONAL CARE AWARD
Xilogel® is a unique moisturizer of
botanical origin from the tamarind seed
which meets the need for a greener
alternative to Hyaluronic Acid. Its many
well documented benefits were recently
scrutinized by a panel of experts for the
Nutraceutical Business & Technology
Awards 2012. The NBT Awards, in
partnership with Vitafoods Europe, are
a recognition of excellence in R&D,
marketing, business and technology
throughout the nutraceutical, functional
food and beverage industry. Xilogel®
won the “Innovation in Personal Care”
prize for its creativity, formulation and
innovation. This award is given to a
research organization or company to
honor the development of a novel active

or functional component that combines
innovative science with proven efficacy:
yet another confirmation of Indena’s
strong commitment to excellence.

all over the world and grant them
independent recognition which enjoys
internationally renown.
The Grand Golden is their most
prestigious award and is a
confirmation of the company’s

commitment to quality in both the
manufacture of its products such
as Mirtogenol® and in the careful
selection of their ingredients.
Our hearty congratulations go to the
Maeda Yakuhin Shoji Group!

Giada Maramaldi receiving the NBT award for Xilogel®

DEFENDING OUR NATURAL HERITAGE
There are about 150,000
characterised natural compounds
of which we have the structural
formule. These can be related
to and reclassified as over 6,000
different carbon skeletons (GA
Cordell 2010). Consequently, any
discussion of biological diversity
is also a discussion on chemical
diversity and its potential use.
From these biological and chemical
standpoints therefore, it is illogical
to impair this diversity considering
the enormous benefits for mankind
in the past; these benefits still exist
today, and promise much for our
future wellbeing. Let’s not forget
that about half of the molecules used
in cancer treatment are of natural
derivation.1 Over-harvesting of wild
medicinal plants and the destruction
or segmentation of habitats suitable
for their development endanger
the conservation of species and the
sustainability of supply.
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Indena believes that the defence
of biodiversity in nature is both
a necessary task and a bounden
duty. The company’s team of
botanists and agronomists focus on
planning conservation strategies for
sustainable harvesting, developing
alternative strategies and agronomic
methods for the domestication and
selection of species.

Work is also dedicated to sharing
their in-depth botanical and
chemical knowledge of species
encouraging study of the ecology,
distribution and density of plant
populations. The central objective
is to rapidly decrease pressure on
the environment in defence of its
priceless heritage.
1 – Newman, D.J. & Cragg, G.M. J. Nat. Prod. 70, 461–477 (2007).

A SMART PROJECT GOES GLOBAL

Panax ginseng

With the aim of making global the
most interesting and promising
projects in the health care sector,
the Korean government has decided
to support and promote, under the
name of “smart projects” the ones
with the highest potential.
Green Cross is a Korean company
which has been selected for the most
appealing project with the aim of
developing a product for supportive

care in colon cancer patients. The
incidence of colon cancer in Europe
is even higher than other Western
countries as US, thus the decision of
the government to start with clinical
trials in the European continent.
Primary endpoints of the product will
be the improvement of the immunecapacity of patients, as well as a
reduction of chemotherapy-induced
side effects.

Indena has been selected by Green
Cross and by the Korean government
not only as the supplier of choice for
the pharmaceutical grade ginseng
extract which will be used as a
starting material, because it will
be further enriched by a biotech
process, but it is to Indena also to
produce the finished active ingredient
form BST 204, apply for DMF and get
the AIFA authorization (AIFA is the
Italian Agency for Drugs).
Not only Indena has been picked as a
partner of choice by Green Cross and
the Korean government thanks to the
high quality profile of the company,
but also because of its capacity
to operate according to the strict
pharmaceutical GMP and its long
lasting expertise on botanicals and
on Panax ginseng (C.A. Meyer).

CHANGES AT THE TOP

NEW FERMENTATION PLANT
UNVEILED IN SETTALA
One of the mainstays of Indena
is biotechnological research and
in the light of recent positive
developments and achievements in
this area, Indena has set up a new
industrial-scale fermentation facility
at its site in Settala. Using patented
biotransformation processes based
on the use of selected microbial
cultures, the new plant will be
devoted primarily to the production
of secondary metabolites for the
pharmaceutical industry.
This remarkably versatile and
functional equipment can be
used in a variety of different ways
for preparing, scaling up and
industrialising a wide range of
fermentation processes.
It will enable the company to develop

At Indena we believe that an in - depth knowledge
in active ingredients derived from medicinal plants
and the search for exellence at all times are
crucial commitments to serving our customers in
pharmaceuticals, health foods and personal care.
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and undertake exciting future
projects, and may well lead to new
partnerships.
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In line with this change, Walter Cabri,
an acknowledged expert in botanical
products and processes with
extensive experience in multinational
drug companies, will take charge of
the R&D function.
In another appointment, Daniele
Baghi became Commercial Director
in March. Dr Baghi joined Indena
in 2005 and has over the years
managed sales in the Asia-Pacific
and in Central and Eastern Europe
before taking the helm of the
company’s entire sales operations
worldwide.

CPhI Worldwide 2012
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Feria de Madrid
Stand 3F46 – Hall 3
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Important changes have been
taking place recently in the upper
echelons of Indena. In June of
last year, Daniele Giavini, General
Manager since 2008, was appointed
Managing Director of Indena,
alongside Luca Giorgetti, himself
Managing Director since 2007. Dr
Gavini who was already responsible
for all areas associated with Indena
market developments will also
now spearhead innovation in the
company, a move designed to create
a stronger bond between innovation
and the market.
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