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GOPO® AT
A GLANCE

Treatment options for arthritis and other
chronic joint conditions are relatively
limited and not without risk. Low-risk
alternatives have gained significant public
interest, and many people with joint
condifions use natural supplements to

support their joint health.

GOPO? is clinically proven in
some of the most difficult-to-treat
chronic joint conditions

GOPO® is a galactolipid that is derived
from a standardised rose-hip powder
made from the seeds and husks of fruit
from a sub-species of Rosa canina.
GOPO® is derived using a unique process
that ensures product purity and maximises
its joint health properties. GOPO® has
been shown fo have powerful natural anfi-
inflammatory and anti-oxidative properties.
Consistently positive results in carefully
controlled clinical trials and a favourable
safety profile suggest that GOPO® will
have in increasingly important role to play
in the future management of painful joint
conditions.
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ROSE-HIP

GOPOP Joint Health is a unique
patented food supplement made
from specially cultivated rose-
hip and is clinically-proven to
help maintain joints. GOPO® is a
galactolipid that is derived from
a standardised rose-hip powder
made from the seeds and husks
of fruit from a sub-species of
Rosa canina.

Clinical evidence supports GOPO®

GOPO® has been evaluated in
numerous rigorously-conducted,
placebo-controlled clinical frials
involving hundreds of patients with
arthritis (both OA and RA). Efficacy
results have been consistently

positive. The exfensive evidence base
demonstrates that GOPO®:

2 Significantly and rapidly reduces joint
pain?

(2 Reduces the number of tender and
swollen joints®

2 Improves joint mobility and daily
activity levels?

(2 Reduces morning sfiffness*

2 Improves mood, sleep quality,
energy and well-being?

(2 Reduces the need for painkillers?
€2 May be more effective than

paracefamol and glucosamine®

Clinical trials confirm that GOPO® has a

favourable safety and folerability profile.

There have been no reported side-effects,
there are no known contraindications, and
no interactions with other commonly-used
arthritis medications. Unlike glucosamine,
GOPO® can be taken by people with
diabetes, those with shelMfish allergies and
pregnant women.

GOPO® JOINT HEALTH:
THE ONLY ROSE-HIP
TREATMENT IN THE UK
THAT HAS BEEN
RIGOROUSLY TESTED
IN NUMEROUS
CLINICAL TRIALS AND
BEEN PROVEN TO
BENEFIT JOINT HEALTH.



Musculoskeletal disorders are painful
conditions affecting the joints and
surrounding muscles. There are around
200 different musculoskeletal conditions®
(Box 1], which account for up to 20%

of all visits fo primary care practices”
and are a common cause of severe
longterm pain and physical disability®?.
Osteoarthritis (OA) and rheumatoid
arthritis (RA) are two of the most common
and disabling of these disorders!® 112,

Arthritis is a condition involving
inflammation of the joints. This is usually
accompanied by pain, tendemness and
swelling, as well as stiffness and joint
deformity. Chronic arthrifis leads to

a loss of arficular cartilage, which is
the cartilage lining the surface of the
joint. Normal arficular cartilage is a
soft, smooth tissue that allows the joint
to move freely. When damaged, the
cartilage surface becomes rough and no
longer glides, causing pain and stiffness
within the joint. The damaged surface
leads to inflammation which, in turn,
causes progressive joint destruction.
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is the most common type
of arthritis and tends to be age-related®.
It affects half of all people over the age
of 65 years and is more common in
women than men'®. Osteoarthritis mainly
affects the weightbearing joinfs such as
the knees, hips, and ankles; it is also
frequently found in the spine®.

is a progressive
condition that is thought to be an
autoimmune disease. Again, more
women than men are affected, with the
peak age of onset between 35 and 45
years''2. The condition usually manifests
as joint pain, stiffness and swelling of the
small joints of the hands and feet, but it
may also affect other joints. Symptoms of
fatigue, weight loss and a lack of energy
are common.

Arthritis and other joint conditions

impose a significant burden on both the
individual and on society as a whole.
Individuals living with joint condifions
suffer significont doi|y pain and disobihfy,
which can restrict normal activities and
greatly reduce quality of life and well-
being®?1%. Many people with major joint
health issues have work-related problems,
and many are forced to take early
refirement!. The overall cost fo the UK
economy of musculoskeletal conditions
such as arthritis has been estimated to be
approaching £6 billion a year®.

More than 7 million people in
the UK have painful OA of the
knees or hips®

More than 10 million adults in
the UK consult their GP each
year with arthritis and related
conditions®

Around 400,000 adults in the
UK have RA®

Up to 4 out of every 10
working people with RA lose
their jobs within 5 years®

Arthritis is the most common
conditions for which people
receive Disability Living
Allowance (DLA)



PAINFUL JOINT
CONDITIONS:
TREATMENT OPTIONS

Why are new treatments needed?

Chronic conditions affecting the joints
are extremely prevalent and responsible
for severe long-term pain and physical
disability. Two of the most common

and disabling chronic joint conditions
are osteoarthritis (OA) and rheumatoid
arthritis (RA), which affect millions of
people in the UK each year.

Treatment options for arthritis and other
chronic joint conditions are relatively
limited and not without risk. Low-risk
alternatives have gained significant public
interest, and many people with joint
conditions use natural supplements to
support their joint health.

The goals of treatment for painful

joint conditions are to reduce signs
and symptoms, maintain joint function
and limit structural changes, minimise
disability, and improve quality of life.
Regular physical activity, strengthening
exercises and weight loss (if needed)
form the foundation of treatment for
many joint conditions' (Box 2).

Box 2: Treatment
options for painful
joint conditions

® Exercise and physical activity

* Weight loss (if needed)

® Paracetamol/NSAIDs

* Corticosteroids

*® Opioids

® Natural remedies (e.g. GOPO®,
glucosamine)

* Disease-modifying anti-rheumatic
drugs (DMARDS) (for RA)

* Joint replacement surgery

Pain relief is typically initiated using
paracetamol and/or non-steroidal
anti-inflammatory drugs (NSAIDs).
Step-up treatments might include
corticosteroids, cyclo-oxygenase-2
(COX-2) inhibitors or opioids if pain
relief is inadequate'®. Disease-modifying
anti-rheumatic drugs (DMARDS),
including immunosuppressant drugs
and the newer biological therapies are
generally reserved for patients with RA
who do not respond to other treatment.

Treatment of OA:

the NICE guidelines

The UK’s National Institute for Health
and Clinical Excellence (NICE) published
its guideline for the management of OA
in adults in February 2008. In addition
to a range of non-pharmacological
approaches to treatment, the guidelines
recommend paracetamol and topical
NSAIDs as firstine pharmacological
agents (Figure 1). Second-ine drug
treatment options include oral NSAIDs,
capsaicin, opioids and corticosteroid
joint injections.

How effective is glucosamine?

Glucosamine and chondroitin have

been popular in the past, but the clinical
evidence for their benefit is weak.
Glucosamine is a dietary supplement
derived from mussel shells that is
marketed as a joint treatment in

many countries, including the UK. It is
available in two forms — glucosamine
sulphate and glucosamine hydrochloride
- and is sometimes combined

with chondroitin, which is derived

from animal cartilage. Results from
randomised frials on the effectiveness
of these supplements are conflicting;
most large, methodologically-sound
studies have found litfle or no benefit'.
A recent landmark meta-analysis of

10 studies involving nearly 4000 OA
patients published in the British Medical
Journal' found no clinically relevant
effects of glucosamine, chondroitin, or
the combination of both on joint pain
or joint health. The authors urge health
authorities not fo cover the cost of these
preparations and not to prescribe them
to new patients.

National Institute of Clinical Excellence: Guidelines
for the management of osteoarthritis, 2008

Non-pharmacological

@ Physical activity &
strengthening exercises

@ Weight loss if overweight

@ Electrotherapy (TENS)

@ Manipulation therapy

@ Aids and devices (footwear,
insoles, bracing/joint
supports, walking sticks)

@& Heat and cold treatment

€ Accupuncture

Pharmacological

1ST CHOICES
& Paracetamol
@ Topical NSAIDs

2ND CHOICES

@ Oral NSAIDs (including
COX-2) inhibitors)

@ Capsaicin

@ Opioids

@ Corticosteroid joint injections

€ Glucosamine or
chondroitin

NICE does not recommend glucosamine or chondroitin

products for the management of osteoarthritis.
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GOPO® is derived using a unique
manufacturing process that maximises the
freatment’s joint health properties. GOPO®
is heat and lightsensitive, so cultivation of
the rose-hips, harvesting, and processing
of the active ingredient must all take place
in a carefully controlled environment in order

fo maintain the highest possible levels of

GOPO® (Figure 2).

Unlike other commercially-available
rose-hip products, GOPO® is derived
using gentle, low-temperature drying
processes in the absence of sunlight and
at low humidity to achieve a gentle drying
effect. The complete drying process lasts
no more than a few days to ensure high
content levels of all the heat and light-
sensifive acfive ingredients.

Other rose-hip products are typically
dried in the sun or in shaded areas with
high day/night temperature fluctuations
using a process that lasts several weeks.
These non-standardised drying procedures
introduce a significant risk of dramatic
reductions in active ingredient confent,
which may impact the efficacy of the
product in maintaining joint health.

Other rose-hip products

€ Dried in the sun
€ Exposed fo major
temperature variations
O Slow process

N 4

€ Dramatically reduces
concentrations of active ingredients



HOW DOES R
GOPO®
WORK?

Most painful joint conditions are Scientists have demonstrated
associated with the progressive that GOPO®:

accumulation of white blood cells and & Prevents the migration of white

the subsequent release of chemical blood cells into chronically inflamed
enzymes and foxic free-radicals that fissues (Figure 3) 171620,

cause chronic inflammation, progressive [V
Prevents migration of

inflammatory cells as effectively
as NSAIDS16,17.2122,23

O Inhibits the production of nitric
oxide, which exacerbates joint

joint damage, loss of function and
joint pain'¢17:181° To combat these
processes, GOPO® has powerful natural
anti-inflammatory and anti-oxidative
properties'®-20:17,
inflammation and is foxic to cells?4.
@ Switches off key genes responsible
for the production of chemical
messengers and enzymes
involved in joint inflammation
and destruction?.

Q Reduces C-reactive protein
(CRP) levels — a key marker of
inflammation’®.

v May protect joint cartilage from the
damaging effects of inflammation?4.

O Potential to reduce stresses on
the joint and possibly prevent
degeneration of cartilage and
tissues”.

GOPO°®: Powerful anti-inflammatory
and anti-oxidant with no known
side-effects

* GOPO® has no reported side-effects,
no known contraindications, and

no interactions with other arthritis
medications.

* GOPO® has not been reported to
have any adverse effects during
pregnancy or breast feeding.
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Figure 3. Effects of GOPO®on
chronic inflammatory diseases
such as OA

Migration of white blood cells
into chronically inflamed
tissue area

GALACTOLIPIDS _L

Galactollpids inhibit chemotaxis
and the migration of white blood
cells and break the viscious
circle of joint pain



* GOPO® AND

JOINT HEALTH:
REVIEWING THE
CLINICAL EVIDENCE

GOPO® has been extensively studied in scientifically robust clinical trials involving more than 400 patients
with chronic joint conditions6:42:20.17.25,2627,5283, The treatment has produced significant and consistent pain
relief and improved joint function in patients with both osteoarthritis (OA)242¢, rheumatoid arthritis (RA)?

and in non-arthritic people?.

GOPO® REDUCES JOINT
PAIN

A number of independently-conducted
clinical trials have shown that GOPO®
consistently reduces pain associated

with chronic joint conditions?452. In

one randomised, double-blind, placebo-
controlled study involving 94 patients with
osteoarthrifis of the hip or knee?:

@ 8 out of 10 patients reported
a significant reduction in pain
after just 3 weeks of GOPO®
treatment.

In another randomized, double-blind,
placebo-controlled study involving 89
patients with theumatoid arthrifis®:

& GOPO® significantly reduced
the number of tender and
swollen joints.

Study summary

Winther K et al. Scand J Rheumatol 2005;
34: 302-308.

¢ 94 patients with OA of the hip or knee

e GOPOP® 5 g/day vs. placebo (2-way
crossover)

¢ 3 months’ treatment (each period)

¢ Key efficacy outcomes: WOMAC pain
scores and analgesic consumption

GOPO® REDUCES THE
NEED FOR PAINKILLERS

In the study by Winther et al?, pain
associated with OA was alleviated to
such an extent with GOPO®2:

@ The use of ‘rescue medication’
(e.g. paracetamol, opioids)
significantly declined with
GOPO°®treatment.

Study summary

Willich SN et al. Phytomedicine 2010; 17: 87-93.

¢ 89 patients with RA

* GOPO® 5 g/day vs. placebo

¢ 6 months’ treatment

¢ Key efficacy outcomes: HAQ disability
index, DAS-28, SF-12

HAQ=Health Assessment Questionnaire;
DAS=Disease Activity Score; SF-12=Short-Form-12

GOPO® MAY BE MORE
EFFECTIVE THAN
PARACETAMOL AND
GLUCOSAMINE

A meta-analysis of three large,
randomized controlled trials conducted
using GOPO® in 287 OA patients
confirmed that GOPO® offers significant
and robust joint pain relief, enabling

a reduction in the consumption of
painkillers®. A comparison of pain
effect size scores in these studies with
those published for paracetamol and
glucosamine suggests that:

& GOPO® may be more
effective than paracetamol
and glucosamine.

ummary

Christensen R et al. Osteoarthritis Cartilage 2008;
16: 965-972.

¢ Meta-analysis of 3 RCTs

¢ 287 patients with OA

* GOPO® 5 g/day vs. placebo

¢ 3-4 months’ treatment

¢ Key efficacy outcomes: Reduction
in pain effect size, use of rescue
medication, number of responders



Study summary

Scaife R, The effect of GOPO® supplementation on
passive joint forces and subjective assessment of pain
in a non-arthritic population. The Centre for Sport &
Exercise Science, Sheffield Hallam University. 2013.

¢ 30 active non-arthritic men randomly-
selected

* GOPO® 5g/day vs. placebo

¢ 3 months’ treatment

¢ Key efficacy outcomes: Reduction in
pain and joint resistance (knee flexion
and extension), improved quality of
movement and reduced stress on joint

Study summary

Warholm O et al. Curr Ther Res Clin Exp 2003;
64:21-31.

¢ 100 patients with OA of the hip
or knee

* GOPO® 5 g/day vs. placebo

* 4 months’ treatment

¢ Key efficacy outcomes: Joint mobility
(rotation, flexion, extension), activities
of daily living

Study summary

Rein E et al. Phytomedicine 2004; 11: 383-391.

¢ 112 patients with OA (various joints)

* GOPO® 5 g/day vs. placebo
(2-way crossover)

¢ 3 months’ treatment (each period)

¢ Key efficacy outcomes: Change in joint
pain (5-point categorical scale), rescue
analgesic consumption



* GOPO°®: A BETTER
OUTLOOK FOR
PEOPLE WITH
PAINFUL JOINTS

GOPO? is the only GOPO® has proven GOPOP is derived using
rose-hip treatment in efficacy in debilitating a unique manufacturing
the UK that has been joint conditions such process that ensures product
rigorously tested in as osteoarthritis and purity and maximises

numerous clinical trials. rheumatoid arthritis, for anti-inflammatory potency.
which current treatments Only one rose-hip
may be ineffective or supplement in the UK
poorly tolerated. contains GOPO®°.

GOPO? is a 100% natural Studies already published have confirmed that GOPO®
remedy with no known provides consistent and significant joint pain relief, reduces
drug interactions and no the need for painkillers, improves joint mobility, and may
reported side-effects. Unlike protect joint cartilage from inflammatory destruction.
glucosamine, GOPO® can

be taken by people with These benefits enable people to live more active lives and

diabetes and those with shell- a greater sense of well-being.
fish allergies. It can also be
taken by pregnant women.

GOPQO® IS THE ACTIVE COMPOUND
FROM ROSE-HIPS THAT HAS BEEN
CLINICALLY PROVEN TO MAINTAIN
JOINT HEALTH.

GOPO® JOINT HEALTH IS THE
ONLY SUPPLEMENT IN THE UK
THAT CONTAINS GOPO®
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