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ABSTRACT The effectiveness of a proprietary formulation in relieving the most troublesome symptoms of the menopause

was assessed in an open label pilot study over 4 months. The supplement providing thiamine, riboflavin, pyridox-
ine, vitamin D, soy isoflavones, rosemary extract and krill oil was taken each day for the 3 months of the active phase of the trial. After
the first month of treatment, compared to baseline, highly statistically significant effects were reported by 50 women who completed the
study regarding hot flush intensity; hot flush frequency; difficulty sleeping; mood symptoms; feeling down; lack of drive; verge of tears;
mood swings; anxiety; irritation; lack of sex drive; dryness of the vagina and increased need to urinate. These improvements increased in
a highly statistically significant manner during the next 30 days and remained at this elevated level through to the trial end. A further

larger placebo controlled trial is proposed.

Background

Given the enhanced longevity now enjoyed in many soci-
eties, such as US, many more women spend more than a
third of their life post-menopausal and this is expected
to continue to rise (1,2). Theaverage age of menopause in
the UK is 51 (3).

Around 80% of women experience some symptoms during
the menopause, typically lasting about 4 years after the
last period, but continuing for up to 12 years in about 10%
of women (4). Those menopausal symptoms that have
been shown to be associated with the onset of the meno-
pausal transition are vasomotor symptoms (hot flushes
and night sweats), vulvovaginal atrophy/dyspareunia,
sleep disturbance, and adverse mood, a lack of interest
in sex, headaches, and joint and muscle stiffness, memo-
ry and concentration loss, and consequently quality of life
may be severely affected (5-8).

The clinical rationale for the supplement formula

Given the issues with the potential safety and side effects
of many prescribed medications, the lack of efficacy of a
number of lifestyle interventions and the clear desire from
many women to initially use more natural approaches,
there is a need to identify an effective nutritional solution
as a first line strategy in the management of menopausal
symptoms.

Krill oil as a source of Omega 3 fatty acids

There are a number of clinical trials suggesting supplemen-
tation with Omega 3 fatty acids in relations to depression,
anxiety, and enhancing mood (9-13).

The formulation under evaluation has previously been the
subject of an open label study in PMS, and reported to be
highly statistically significantly effective in terms of reliev-
ing symptoms similarly common in menopause such as
anxiety, fatigue, forgetfulness, insomnia and headache (14).

B vitamins

Vitamins B1,B2,B3 and B6 are required for generating those
neurotransmitters that might impact upon the pathophysiol-
ogy of menopause. Vitamin B6 in especially important since it
is involved in the balance of adequate glutathione/glutathione
disulphide (GSH/GSSG) levels which is relevant to women of
menopausal or postmenopausal age (15-18).

Soy Isoflavones

A recent Cochrane review of natural phytoestrogen sources
such as soya and red clover found some trials reported a slight
reduction in hot flushes and night sweats with phytoestrogen-
based treatment (19).

Rosemary extract

Rosemary has traditionally been used for its anti-depres-
sive effect and new data suggests this could be due to
modulation of the cholinergic and monoaminergic systems
(20).

Vitamin D3

Vitamin D and its analogs have been widely employed in
the prevention and treatment of post-menopausal osteopo-
rosis. New research demonstrates that Vitamin D also plays
a role in the regulation of vaginal stratified squamous epi-
thelial cell growth and differentiation therefore may be of
benefit in this respect (21).

Astaxanthin

Astaxanthin, a xanthophyll carotenoid, is naturally present
in krill oil and is a powerful, broad-ranging antioxidant
(22).

Methods and materials

Recruitment and screening

Recruitment of potential participants was undertaken by
Talk Health an organisation with a large database of indi-
viduals who have self-identified as suffering from a wide
range of conditions, including menopausal symptoms.

Inclusion criteria:- women aged between 45 and 59 years
old; presenting with a subjective complaint of problematic
menopausal symptoms for a minimum of three days per
week for a period of at least 3 months.

Exclusion criteria:-Evidence that menopausal symptoms
are directly related to a severe or unstable medical disorder
or severe psychiatric disorder (e.g. bipolar disorder, schizo-
phrenia); presence of sleep apnea or periodic limb move-
ments during sleep; presence of major depression or other
severe psychopathology; Patients receiving HRT, clonidine,
SSRI medications (antidepressants), Isoflavone containing
supplements, Omega 3 or 6 supplements

Symptom severity was assessed using a Menopause Rat-
ing Scale (MRS) which measures menopausal or climacteric
symptoms in a standardized way (23,24) and was validated
some years ago (25-27). It aims to establish an instrument
that measures health related quality of life that can easily
be completed. The original German scale has been translat-
ed into English and culturally adapted (28).

Following recruitment, each participant was asked to com-
plete the MRS questionnaire over each month of the study,
and rank the typical impact of menopausal symptoms they
were experiencing through from baseline to completion.
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These problems included - Hot flushes intensity; Hot flush
frequency; Difficulty sleeping; Mood symptoms; Feeling
Down; Lack Of Drive; Verge of tears; Mood swings; Anxi-
ety; Irritation; Lack of sex drive; Dryness of the vagina; In-
creased need to urinate.

Following the one month baseline assessment each pa-
tient took two capsules each day with meals for the three
months, and were instructed not to make significant chang-
es to their usual diet. Each patient then completed the
MRS questionnaires during each of the following 3 three
months.

Each dose of the krill oil compound supplement contains
thiamine hydrochloride 1.4mg, riboflavin 1.6mg, pyridox-
ine hydrochloride 2mg, standardised soy isoflavones 50mg-
(5101), standardised rosemary extract (5102) 50mg in soft
gelatin capsules containing 350mg of krill oil. 2 capsules
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were taken each day during the active phase of the trial.

Results

There was a highly statistically significant improvement in
all of the symptoms assessed at the end of the first month
of supplementation compared to the baseline assessments
from between 15% to 34% and these continued to increase
at the end of the second month to between 22% and 39%.
This improvement was general maintained to the same ex-
tent at the end of the 120 day assessment. Since there was
no statistically significant change from day 60 and day 90
scores, only day 60 and day 90 results are included in the
summary table (I) below

Table I-Summary of changes in menopausal symptom
scores recorded by patients at day 30 and day 60 com-
pared to baseline following consumption of Clean Ma-
rine Krill Oil for Women
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) 312 o 1206 [1.06 (0.69 to .
lack of drive| %100 240 119)[072 037 10 1.07)  |<0002 [23% |5l 195 <0.0001 |34%
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mood 312 o [198 114 (0.75 to N
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) 2.86 o 212|074 (032 to N
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No adverse reactions were reported and within the beneficial changes in symptom scores the following trends were noted

Hot Flushes
Intensity

The change in reports between day baseline and day 60
were significant. In that interval, the proportion of women
reporting either severe or very severe symptoms declined
from 44% to only 10%; meanwhile those women reporting
either no symptoms or only mild symptoms rose from 26%
to 44%.

Frequency

There was a substantial initial reduction between baseline
and day 60: the portion of respondents experiencing flushes
‘often” or ‘always’ decreased in that interval from 56% to
25%, while the portion experiencing flushes ‘never’ or ‘lit-
tle” increased from 18% to 34%.

Sleep-related Symptoms

Reports of no difficulty sleeping through the night rose
throughout the test: from only 3% at day zero to 14% at
day 60, 15% at day 90, and 20% at day 120.

Mood-related Symptoms
Only 5% of participants reported no such mood effects at

the start of the test, while 43% reported experiencing such
effects ‘often” or ‘always’. By the end of the test, these num-
bers had risen to 14% and fallen to 12% respectively. By the
end of the study, 62% reported having their mood affected
either ‘never’ or ‘little’ — up from only 16% at the start of
the test.

Feeling down: At the start of the study, 34% of participants
reported no symptoms or only mild symptoms in this area.
By the end of the study, that number had risen to 64%.

Lack of drive: The proportion of women reporting a lack of
drive fell sharply, from 53% to 33% between baseline and
day 60 and again to 27% at day 90.

Verge of tears: The percentage of women reporting being on
the verge of tears also fell between baseline and day 60 — from
32% to 13% - it remained roughly the same until test end.

Mood swings: The proportion reporting mood swings fell
throughout: from 20% to 8%.
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Anxiety: Reports of no anxiety or only mild anxiety rose
throughout: from 38% at baseline immediately up to 64% at
day 60, 65% at day 90 and 71% at day 120.

Capabilities

The total portion of women reporting either no memory
difficulties or only mild difficulties rose substantially: from
31% up to 54% at day 60 and then to 75%. At the other end
of the scale, the portion reporting intense or very intense
symptoms fell sharply from 36% to 12% between baseline
and day 60, then only 4% at day 90.

Sex Life

In addition to the above, participants were asked specifical-
ly (at day zero) how far the menopause had affected their
sexual desire, their sexual activity, and their sexual satisfac-
tion. In each case, the proportion reporting either intense or
very intense effects from their symptoms had fallen from
around 36% at baseline to 10% or lower by day 90, while
the portion reporting no such effects had more than dou-
bled.

Vaginal Symptoms

The percentage of participants reporting intense or very
intense sensations halved between day zero and day 30,
and again between day 30 and day 60 — from 28% down to
14%, then down to 7%. The percentage reporting no such
symptom climbed in the same interval from 33% to 58%
and 65%.

Bladder-related Symptoms

Reports of increased need to urinate fell steadily through-
out. The numbers of respondents reporting no such symp-
toms rose from 33% at day zero up to 37% at day 30 and
45% and at day 60. From start to end, the number of re-
spondents reporting intense or very intense symptoms fell
consistently from 26% to only 2%, with no participants at
all reporting very intense symptoms by day 90.

Discussion

An estimated 1.2 billion women will be either menopausal
or postmenopausal, either naturally or surgically, by the
year 2030 (29).Menopause-related symptoms, such as hot
flushes and night sweats, remain highly prevalent even 10
or more years after the commencement of menopause (30).

Hormone replacement therapy (HRT), which is the most
widely used therapy in this field, has become subject to
controversial discussions over the past years, beginning in
2002 with the publication of the Women’s Health Initiative
(WHI) study. Concerns about harms of HRT outweighing
the benefits lead to reductions in use of HRT in the follow-
ing years. Although it has to be questioned, if the WHI trial
had statistical errors, the lay press primarily focused on the
publication of negative effects, including in UK. The result
was a decrease in prescription of hormonal therapies. Due
to on-going climacteric symptoms, many women switched
to CAM. The evidence-based efficacy of CAM is little ob-
served in prospective clinical trials, which have diverse
results (31). Nevertheless more than a third of women use
CAM in the treatment of climacteric symptoms (32).

A study conducted in US indicated the significant positive
associations between use of vitamins/supplements and vas-
omotor symptoms; between use of vitamins/supplements
and somatic symptoms; and between use of herbal medi-
cines and psychological symptoms amongst menopausal
women younger than 50 years (33). Despite the popularity
of self-prescribed CAM use by women with menopausal
symptoms, a majority of them do experience difficulty in
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their decision-making around choosing specific forms of
self-prescribed CAM for frequently reported menopause-
related symptoms (34) and do not inform the healthcare
providers about their CAM use (62).

There is limited prior data investigating the potential role
of Omega 3 fatty acids to relieve typical symptoms of the
menopause. However, this pilot study demonstrates that
the provision of these essential dietary components in the
form of krill oil, together with specific B vitamins, vitamin
D and botanicals such as soy isoflavones and rosemary can
significantly improve the situation within as little as 30
days, and deliver further enhanced benefits within 60 days.

Conclusion

There is data to suggest that each of the active components
of the formulation investigated in this trial should deliver
a beneficial effect in relieving different symptoms of the
menopause. This open label pilot study investigated the
likelihood that combining these ingredients together might
deliver enhanced benefits in a single dose presentation.

The findings of this investigation add to others which have
identified the constituents in the formulation provide a
therapeutic option for relieving likely individual typical
and common troublesome symptoms which impact upon
quality of life during the menopause.

A statistical significant improvement was identified in all
menopausal symptoms assessed. However by its very na-
ture, this open label pilot study was limited in terms of
patient numbers and controlled elimination of possible
confounders due to the self-assessment nature of the data
collection. The trial was limited by the fact that it did not
include a comparison group and was neither placebo con-
trolled, nor double blinded.

Nevertheless, the results suggest this supplement repre-
sents a likely safe and effective first stage intervention for
menopausal symptoms. A further investigation of the for-
mulation in this condition in a double blind placebo con-
trolled setting using the same validated instrument to col-
lect symptom data is warrented.
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