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Clinically tested Estrovera, featuring ERr 731

Significant reduction in menopausal symptom scores™

* In a 2-year study with ERr 731®, up to 83% reduction of the total Menopause Rating Scale I
(MRS I1) total score was maintained from 60 weeks to 108 weeks*™

e Significant improvements in MRS Il total score and all 11 individual symptom scores reported
over 12 weeks (compared to placebo)*?

* In a 6-month study, ERr 731® demonstrated progressive relief of multiple symptoms measured
by the MRS Il total score*?

— Open observational study of 252 peri- and postmenopausal women?

— MRS Il total score at baseline, 3 months, and 6 months

— Significant decrease in MRS Il total score, from an average of 14.5 points at baseline to 6.5 points (p < 0.0001) at 6 months*
— A notable improvement in health-related quality of life was also reported*
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Clinically tested Estrovera, featuring ERr 731®

~75% Decrease in Median Daily Hot Flashes™

Effective relief similar to average decrease with low-dose hormone therapies®

* In a 12-week study, ERr 731® reduced median number of daily hot flashes from 12 to 2**
 Similar to average 75% decrease with low-dose hormone therapies**

e Significant reduction in the number and severity of hot flashes in just 28 days
(compared to placebo)**

* Notably more effective than other plant-based products*®

— 12-week study of 112 perimenopausal women*

— ERr 7319 subjects reported a significant decrease in the median number of daily hot flashes compared
to subjects taking placebo*
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This estimated ratio is not included in the publication of cumulative results of a 12-week study followed 'This estimated ratio is not included in the publication of a 12-week, multicenter, randomized, placebo-
by 2 48-week observational studies (0S). It is calculated from the mean change of the MRS Il total score controlled clinical study of 112 postmenopausal women. It is calculated from the median change of 9
of 5.7 at the end of the first 48-week OS divided by the baseline score of 34. There was no change in daily hot flashes divided by the median baseline value of 12 daily hot flashes.

total score from the end of the first OS to the end of the second OS. These results are from the ERr 731¢
subgroup only, which was administered ERr 731 daily for a total of 108 weeks. This calculation does not
take into account some changes in study population over time.

* These statements have not been evaluated by the Food and Drug Administration.
This product is not intended to diagnose, treat, cure, or prevent any disease.




Clinically tested Estrovera, featuring ERr 731

Extensive Scientific Validation

JAMA recently published a systematic review and meta-analysis that investigated the association between plant-based
therapies and the reduction of the frequency of hot flashes and vaginal dryness.

The JAMA study included the assessment ERr 731, an extract of Siberian rhubarb (Rheum rhaponticum L.) found to be
associated with the reduction of hot flashes. ERr 731® is the key ingredient in Estrovera.”

Multiple Well-Designed Clinical Studies

* 2 multicenter, prospective, randomized, double-blind, placebo-controlled Phase Il clinical trials (12 weeks)?*#
e 1- and 2-year open observational studies to demonstrate long-term efficacy and safety*!
* 6-month prospective, post-marketing surveillance study in 70 gynecological centers’

* Estrovera provides a clinically effective dose of ERr 731® in just 1 tablet daily*

— 12-week randomized, controlled trial followed by 96-week observational study of 109 perimenopausal women with hot flashes!

— ERr 731® arm showed a dramatic and statistically significant improvement in MRS Il total scores compared to placebo*
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Clinically tested Estrovera, featuring ERr 731

Exceptional Safety Profile”

Integrative Medicine: A Clinician’s Journal (IMCJ) published results from a comprehensive post-marketing and
customer complaints survey, which confirm the safety of ERr 731¢ as a non-hormonal therapy for the relief of common
symptoms of menopause.*®

ERr731% is a key ingredient in Estrovera. ERr 731® has been recommended by healthcare professionals in Europe since 1993.

e Multiple well-documented in vitro and in vivo studies for toxicology and metabolism demonstrate
a high degree of safety*'°-14

* No clinically relevant changes in safety parameters—including gynecological findings, vital parameters, and
laboratory safety parameters associated with treatment after 108 weeks of clinical observation*!

* The clinical benefits of ERr 731® appear to be related to binding of ERB as demonstrated in laboratory studies*!?*3

— ERr 7319, the main ingredient in Estrovera, demonstrates selective affinity for ERp in endometrial tissue.* 1212
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* These statements have not been evaluated by the Food and Drug Administration.
This product is not intended to diagnose, treat, cure, or prevent any disease.
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Non-hormonal menopausal symptom relief*

High ly Efﬁ CaCiOUS Serving size: 1 Tablet

Up to 83% reduction in menopauga[ Symp’[omS*T Rhapontic Rhubarb (Rheum rhaponticum L) 4mg

Root" Extract (ERr 7319)
[providing 2.2 mg rhaponticin
and 1 mg desoxyrhaponticin]

Exce pti O n a l S afety PrOﬁ le Other Ingredients: Microcrystalline cellulose, stearic

acid (vegetable), croscarmellose sodium, silica, and

enteric coating (ethyl cellulose, ammonium hydroxide,

ERr 731® recommended by healthcare hydroxypropylmethylcellulose, hydroxypropylcellulose,
medigm c_hain triglycerides, sodium alginate, oleic acid, and
professionals in Europe since 1993 stearicacid).

Directions: Take one tablet with food and a glass of water
once daily at the same time of day or as directed by your
healthcare practitioner.

ExtenSive ly StUdied Form: 30 Tablets, 90 Tablets

Caution: Do not use if pregnant or nursing. This product is
contraindicated for individuals with any known or suspected
estrogen-dependent cancer. If taking medication, consult your
healthcare practitioner

double-blind, placebo-controlled studies” before use.

This product is non-GMO, gluten free, and vegetarian.

Multiple well-designed, randomized,

Simple Dosing

Well-tolerated, once-daily tablet”™

'This estimated ratio is not included in the publication of cumulative results of a 12-week
study followed by 2 48-week observational studies (0S). It is calculated from the mean
change of the MRS Il total score of 5.7 at the end of the first 48-week OS divided by the
baseline score of 34. There was no change in total score from the end of the first OS to
the end of the second OS. These results are from the ERr 731® subgroup only, which was
administered ERr 731¢ daily for a total of 108 weeks. This calculation does not take into
account some changes in study population over time.

* These statements have not been evaluated by the Food and Drug Administration.
This product is not intended to diagnose, treat, cure, or prevent any disease. 9 For more information, contact your Metagenics representative

orcal: 800.692.9400
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