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Dear Sir or Madam,

The Center for Science in the Public Interest requests the Federal Trade
Commission to halt unfair and deceptive advertising by Natrol for its Promensil
dietary supplement. Such advertising violates section 5 of the Federal Trade
Commission Act, 15 USC Sec. 45.

The Center for Science in the Public Interest also requests the Food and Drug
Administration to halt the unsubstantiated statements of nutritional support by
Novogen Inc. on the Promensil package label. These unsubstantiated statements
violate section 403(r)(6)(B) of the Federal Food, Drug and Cosmetic Act.

Promensil is a brand of red clover dietary supplement manufactured by Novogen
of Australia.? Natrol of Chatsworth, California, obtained the rights in 2006 to sell
Promensil in the United States.2

During the spring of 2007, Natrol advertised Promensil in Health3 and
Alternative Medicine4 magazines, claiming that:

“22 clinical studies can’t be wrong. Promensil provides more than relief from hot
flashes! Promensil is a natural alternative for menopause that is clinically proven

! http://www.novogen.com/ (accessed September 4, 2007)

? http://www.natrol.com/pr2006/061023/ (accessed September 4, 2007)
* http://www.health.com/health/ (accessed September 4, 2007)

¢ htp://www alternativemedicine.com/ (accessed September 4, 2007)
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to safely relieve hot flashes, night sweats, sleep disturbances and mood swings
while promoting breast health, heart health and emotional well-being.”

“If you are experiencing menopause symptoms, don’t suffer any longer, get
Promensil today and get back in control of your days and your nights.” (See
Attachment 1 for a copy of this ad.)

The product’s label claims that Promensil is “clinically proven,” “Natural relief for
menopausal symptoms and more,” and “relieves hot flashes,” “relieves night
sweats,” promotes breast health,” and “promotes heart health.” (See Attachment
2 for a copy of the label.)

The 22 studies mentioned in the ad are not listed on the websites of Natrols or of
Promensil.6 In response to our inquiry, Natrol emailed us their list of 22
allegedly “can’t be wrong” clinical studies.” [See Attachment 3. These 22 studies
will be referred to hereafter by their individual numbers, (1) through (22).]

This list of 22 studies does not support the claims Natrol makes for Promensil in
its advertisement. In fact, the ad grossly misrepresents the scientific research on
Promensil and is unfair and deceptive.

There are only 17 —not 22-- clinical studies on Natrol’s list

Natrol counted one study three times, another study twice. Studies (1), (2), and
(5) are all the same study in British women. Studies (15) and (18) are the same
study in Ecuadoran women. Just because the authors of the two studies chose to
write up their results in several scientific reports doesn’t turn them into five
different studies.

In addition, studies (10) and (20) are pharmacokinetic studies tracing the
digestion, absorption, and metabolism of red clover supplements. Neither looked
for nor found any benefits from Promensil, so they don’t belong on a list of
studies supposedly demonstrating clinical benefits.

Natrol’s “can’t be wrong” studies do not demonstrate that Promensil
provides relief from hot flashes

The totality of the evidence does not support this claim.

Five of the studies tested the effect of Promensil on hot flashes. Three of the five,
including the largest two and the longest one, found the supplement ineffective
for reducing the average number of daily hot flashes. Promensil did not lessen
the frequency of hot flashes in 86 British women (1), 23 Australian women (7), or

> http://www.natrol.com/ (accessed September 4, 2007)
§ hitp://www.promensil.com/us/ (accessed September 4, 2007)
7 Email from Natrol to CSPI, June 15, 2007.




84 U.S. women (12). Two small trials of 15 Peruvian women (4) and of 15 Dutch
women (16) found that Promensil reduced the average number of daily hot
flashes from 7 to 4 and 5 to 4, respectively, after two to four months.

Natrol’s “can’t be wrong” studies do not demonstrate that Promensil
“is a natural alternative for menopause.”

The totality of the evidence does not support this claim.

Five of the studies tested the effect of Promensil on overall menopausal
symptoms. Four of the five, including the largest two and the longest one, found
the supplement ineffective for lessening the severity of menopausal symptoms, as
measured by the widely used Greene Climacteric Scale. This Scale tracks the
severity of psychological, physical, and vasomotor symptoms. Promensil did not
relieve menopausal symptoms in 86 British women (1), 23 Australian women (7),
84 U.S. women (12), or 15 Dutch women (16). The one Promensil trial that
detected an effect on symptoms, a small trial of 15 middle-class Peruvian women,
provided no details about the scale used (4). A sixth trial using a different red
clover product called Menoflavon and employing an older menopausal symptom
scale called the Kupperman index found that two tablets a day for 3 months
improved symptoms in 53 Ecuadoran women (18).

Natrol’s “can’t be wrong” studies do not demonstrate that Promensil
promotes “heart health.”

The totality of the evidence does not support this claim. Of the established risk
factors for heart disease:8

Total cholesterol

Eight studies (2, 8, 9, 11, 13, 17, 18, 22) found no effect of Promensil on total
cholesterol. One unpublished study found that Promensil lowered total
cholesterol in postmenopausal Peruvian women (3).

LDL cholesterol

Six studies (2, 8, 9, 11, 13, 18) found no effect of Promensil on LDL levels.

HDL cholesterol

Four studies (2, 8, 9, 11) found no effect of Promensil on HDL levels. One study
(7) found that HDL rose with 40 mg of Promensil but not with 160 mg a day,
suggesting that the change at 40 mg was just random variation. Another study
(17) found that HDL levels rose in postmenopausal but not in premenopausal
women.

® http://www.nhlbi.nih.gov/guidelines/cholesterol/atp3full.pdf



Blood pressure

Five studies (2, 9, 18, 21, 22) found no effect of Promensil on blood pressure.
One study (11) found an effect of Promensil on daytime blood pressure but not on
overall 24-hour blood pressure.

Of emerging risk factors for heart disease:?

Triglycerides

Five studies (2, 8, 9, 11, 17) found no effect of Promensil on triglycerides levels.
One study (18) found a decrease.

Of other markers not currently recognized as risk factors for heart disease:

Promensil improved arterial compliance in 17 postmenopausal women (8) and
arterial stiffness in 34 postmenopausal women (21). These observations need to
be confirmed in larger studies.

Natrol’s “can’t be wrong” studies do not demonstrate that Promensil
promotes “breast health,” except possibly in those suffering from a

specific condition called cyclical mastalgia.

Promensil reduced the “breast pain score” in five women with cyclical mastalgia
who took 40 mg/d, but not in seven other women with mastalgia who took 80
mg/d (6). Nine of 12 women with mastaligia and taking Promensil reported more
than a 25% decrease in pain compared to two of the six who received a placebo.
One small study does not provide sufficient basis for a definitive statement
regarding breast health.

Conclusion

Natrol’s claim that there is a substantial and unanimous body of scientific
evidence demonstrating the efficacy of Promensil for women is not supported by
the totality of the scientific evidence cited by the company.

On the contrary, Natrol’s inflated list of 22 clinical studies that allegedly “can’t be
wrong” reveals mostly contradictory and inconclusive research.

This contradictory and inconclusive research is the reason why authorities
ranging from the federal government’s National Center for Complementary and
Alternative Medicine (NCCAM) which funds research on red clover,© to the
Internet’s Natural Pharmacy (a compendium of dietary supplement

? http://www.nhlbi.nih.gov/guidelines/cholesterol/atp3full pdf
19 http:/nccam.nih. gov/health/redclover/ (accessed September 4, 2007)



monographs),!* and the pro-industry Healthnotes encyclopedia (which merchants
use to encourage their customers to buy dietary supplements), 12 describe the
scientific evidence for red clover with terms such as “mixed,” “no beneficial
effects,” “not enough,” “inconsistent,” “weak,” and “contradictory, insufficient, or

preliminary.”
Natrol, by grossly misrepresenting this research to make it look otherwise, has

deceived and bilked consumers and should be required to reimburse those
consumers, run corrective advertising to set the record straight, and pay a fine.

Respectfully submitted,

Aud o

David Schardt
Senior Nutritionist

gw&« ol

Stephen Gardner
Director of Litigation

'! http://healthlibrary.epnet.com/GetContent.aspx?token—e0498803-7f62-4563-8d47-
5fe33da65dd4&chunkiid=21854 (accessed September 4, 2007)
2 hitp://www.netrition.com/cgi/healthnotes.cgi?ContentID=2153008 (accessed September 4, 2007)
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Attachment 2: Promensil 1abel

" NOVOGEN
_ Balance Your Hormpnes
Stay In Ccntrol*

Why do women around the world use Promensil?
Clinical research has shown that in cultures consuming a natural
diet abundant in isoflavones women have fewer and milder
menopausal symptoms. Promensil’s active ingredients are

Red Clover isoflavones, which complement the body's declining

" estrogen levels around menopause* so relieving menopausal
symptoms* and promoting breast heafth* and heart health*, .
Independent research has proven Promensil to be the only product
to contain the amount of isoftavones daimed on the package.

o Reheves hot ﬂashes* o
1 - Relieves night sweats* -
_. = Promotes breast health*

e Promotes heart health* :

CLINICALLY
PROVEN & DOCTOR
_RECOMMENDED

Natural relief -

for menopausal
symptoms*

and more - .

30 TABLETS ane daty

A dietary supplement of
plant estrogens extracted
from red clover

E

Relieves
& Hot flashes*
& Night sweats*

Promotes
& Breast health*
. Heart health* .
& Emotional well being*

! # Does not cause

~ weight gain*
& Restores hormone
* balance*

Supplement Facts

Serving size 1. tablet
" Servings per container 30

Amount per tablet:

Isoftavones as .
. Red Clover Extract 40mg**

- Each tablet contains the equivalent of
57mg of isoflavones in glycoside form.

** Daily value not established 1

Ingredients

Red dover isoftavone extract, Dicalcium
phosphate, Mlcrocrystallme cellulose,
Hyp N

Directions for use
One dafly with a meal.

Not fecommended for pregnant women
or children under the age of 15.
. Store in a cool dry place below 85°%F

stearate,

© Mixed to(opherols ‘Silica, Soy

polysaccharide, Titanium dioxide color,
Polyethylere glycol, FD&C Red #40,
Yellow #6, Yellow #5 and Blue #1.

Promensi s free of sugar, yeast, milk
derivatives, wheat, cornstarch, gluten,
pr ives and artificial flavors.

Promensil customer care
© Toli free

1877 4177663
@ www.promensil.com

Distributed in USA by
Novogen Inc, 1177 Summer Street,
Stamford, CT 06905

US Patents: 6, 562 380; 6,642,212;
6,987,098
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