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The Dynamics of Estrogen & Estrogen Receptors

 Estrogen regulates the growth, development, and 
physiology of the reproductive system

 The biological functions of estrogen are mediated by 
binding to Estrogen Receptors (ER) which our found 
in most of the female body’s tissues

 In each target tissue the ERs have specific 
characteristics, providing a certain response within 
the tissue



Bond of Estrogen to Estrogen Receptors

 Estrogen serves as the main “building blocks” for ER 
response, however in most sites it does not work on its 
own

 The specific biochemical environment is formed through 
co-activators that are found in the different tissues

 The bondage of estrogen with the specific co-activator 
acts as a catalyst in the evolvement of the response 
according to the age and circumstantial needs of the 
woman at a specific time: 

Puberty  / Pregnancy…



Reproductive Stage

• Normal Estrogen Levels 

• Contributing Biochemical 
Catalysts

• Co-activators (Co-A)

• ER response to E2+Co-A –
agonistic effect

System is Balanced Attachment to ER-
agonistic response 

Co-A

E2 + co-A



Estrogen & ER 
From Pre-Menopause Onwards

 The decline in ovarian function at menopause leads 
to:

Change in the biochemical environment 

Decreased bonding with specific co-Activators

Decline in ER stimulus

Appearance of ‘menopausal’ symptoms & 
development of post-menopausal conditions



Short & Long-Term Effect of Hormone Depletion

• ERs our found in most 
of the female body’s 
tissues

• Estrogen decline affects 
all tissues 

Brain & nervous system

Heart

Reproductive Tract
Urinary System

Bone

Skin

Breast

• Tremendous impact on 
short & long term QoL of 
women



Effect of estrogen depletion in the 

Brain & Nervous System

• Estrogen affects the autonomic control, the 
emotional state, and higher brain functions; 

• Reduction in estrogen levels leads to:
–Mood swings

–Memory loss

–Problems focusing

– Irritability 

– Fatigue

–Hot flushes & night sweats

– Stress & Anxiety 

–Depression 

–Decreased libido



Effect of Estrogen Depletion on the 

Heart

• Estrogen provides vascular protection; with 
its decrease we see: 

– Increased risk for cardiovascular disease  

–Following hysterectomy and/or 
oophorectomy even greater risk for heart 
problems



Effect of Estrogen Depletion on the 

Reproductive Tract

• Monthly menstrual cycle gradually ceases; 
with this we start to see:

–Thinning and shrinking of the tissues 

–Decrease in Ph levels and lubrication 
leading to: 
• Irritation or discomfort during sexual 

activity 

• Vulnerable to vaginal infections

–Vaginal dryness leading to vaginal 
atrophy



Effect of Estrogen Depletion in the 

Bone
• The estrogen depletion that comes with 

menopause results in: 

–Acceleration of osteoclast activity while 
osteoblast activity- motivated by 
estrogenic response- ceases

–Enhanced bone loss, developing into 
osteopenia and the development of 
osteoporosis 



Effect of Estrogen Depletion on the 

Urinary Tract

• Estrogen depletion causes the lining of 
urethra to become drier, thinner and less 
elastic; coupled with the more alkaline 
environment in the vagina this can lead to:

– Increased risk of UTIs

– Incontinence



Effect of Estrogen Depletion on the 

Breast

• As the milk system starts to shut down, 
glandular tissue in the breasts shrink 

–The skin and connective tissue of the breast 
become less hydrated, making it less elastic, 
losing firmness and fullness

• With age, there’s also an increasing risk of 
abnormal growths in the breast



Effect of Estrogen Depletion on the 

Skin

• The reduction of estrogen at menopause 
decreases the water-holding ability and 
elasticity in the skin, leading to:

– Increase in wrinkling and sagging 

–dryness

–skin bruising easily



The Challenge of Estrogen Decline

• From puberty to menopause the different biochemical 
environment produces different responses in the tissues 
based on women’s needs

• With the gradual onset of menopause, estrogen levels 
decline which create a new biochemical environment

• The reproductive tissues do not need cell proliferation as 
the reproduction stage is over

• However, this new environment, although natural, creates 
many challenges, as it affects women’s quality of life and 
promotes post menopausal diseases



The Need
Symptoms/Time Line
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• Irregular periods

• Decreased energy 

levels

• Anxiety
• Irritability 
• Sleep disturbance
• Fatigue
• Skin dryness
• Wrinkles
• Mood changes

Primary stages of estrogen 
decline- Peri Menopause

Menopause

• Hot flushes

• Night sweats

• Palpitations 
• Joint & Muscle pain

• Fatigue

• Anxiety  
• Feeling of loss & loneliness
• Irritability 
• Insomnia
• Loss of libido
• Bone loss- Osteopenia

• Vaginal atrophy
• painful intercourse
• increased vaginal 

infections
• Increased UTI
• Osteoporosis
• Joint & muscle pain
• Depression
• Insomnia
• Fatigue
• CVD

Post-menopause

The decline in estrogen levels in women leads to a chronic hormonal imbalance
which accompanies women their 40’s onwards



What is Our Role as 
Health Care Providers 

to Women?

• We all want to improve 
women’s quality of life for 
healthy aging 

• Speaking to our patients is 
our first step in that 
direction

• Most women coming into 
our offices are not aware 
that their symptoms are 
connected to the decrease 
in estrogen production

• Menopause is much more 
than hot flushes… 

How are you feeling? Are you 
sleeping well? Are you 

experiencing mood changes? 
Are you feeling stressed?

I do not know what is happening to 
me, I am so stressed and I seem to 
wake up every morning at 4 am, 
which makes me so tired…



The 40+ woman
• Starts to see wrinkles and fluctuation in her monthly cycle 

• The majority of women do not relate symptoms to estrogen 
decline

• Symptoms have a major impact on daily life:

• Decreased energy levels

• Anxiety / Irritability / Mood changes

• Sleep disturbance

• Skin dryness & appearance of wrinkles

• A woman in her 40s does not want to speak about menopause-
but needs help- speak to her about the fluctuating hormonal 
levels which can be balanced



The 50+ Woman
• Are aware that they have no periods = menopause

• More recognized symptoms: Hot flushes & Night sweats

• No awareness that other symptoms relate to estrogen decline:

– Fatigue

–Anxiety  

– Feeling of loss & loneliness

– Irritability 

– Insomnia

– Loss of libido- which brings great distress

• We need to increase awareness about all aspects of estrogen loss



The 60 + woman

• Menopause is over – no more hot flushes for the majority

• However, it is important to support many other aspects:

–Vaginal health- from atrophy to sexual health

–Recurrent vaginal infections

–Recurrent UTIs

–Detain the bone loss process and development of osteoporosis

– Joint & muscle pain

–Depression

– Insomnia

– Lower energy levels & fatigue



The Ultimate Treatment Path

• Needs to target ER- as this is 
key in providing healthy 
aging

• We do not want to target all 
ER- as this increases risks in 
tissues that relate to 
reproduction

• We need a product with 
SERM properties targeting 
the desired tissues while not 
affecting the sensitive tissues

Endometrial 
cancer  

Ideal Treatment-
SERM Properties 

Hot flushes
Night sweats 

Breast cancer  

Osteoporosis

Cardiovascular 
protection

No risk of clotting-
• Strokes
• Deep Vein 

Thrombosis

Mood & energy 
levels 



Femarelle (DT56a), 
a Non-Hormonal Botanical Therapy, 

as First Line Treatment for Menopausal Symptoms 

I have a non-hormonal solution 
for you, it is safe and will greatly 
improve the symptoms that you 

are experiencing

Thank you doctor, I am so 
glad that I came to you



Femarelle (DT56a) at a Glance

• DT56a, the active ingredient on Femarelle, is a 
standardized substance from Botanical Origin

• 20 published studies in leading scientific journals

• Multi-country, post marketing survey on 4,000+ women 

• Swift relief within the 1st month of use- similar to HT

• 19 years of market exposure 

– 7.5 Million Months of Treatment

• Produced under strict pharmaceutical conditions



EFFICACY PROFILE- BRAIN



Effect of Femarelle vs. HT / Control/ Low Dose
Clinical Studies

• In 2 studies- 169 menopausal women/ 12 months/ multi-
center/ multi-country

• Parameters checked in studies: 

– Kupperman Index 

– Serum lipids and lipoproteins 

– Endometrial thickness 

– Hormonal blood profile: E2, FSH

– Mammography 

– One of the studies compared Femarelle vs. Activelle
and a control group.

• Labos G., Trakakis E. et al. Efficacy and safety of DT56a (Femarelle) compared to hormone therapy in Greek 
postmenopausal women. J Endocrinol. Invest. 2013;36:521-526

• Kaplan B. al. Efficacy and Safety of Standard versus Low Dose of Femarelle (Tofupill) for the Treatment of 
Menopausal Symptoms. J. of Clin Exper Obstet Gynecol 2004;31(2):123-126



Effect of Femarelle vs. HT & Control
Clinical Study

• Femarelle decreased menopausal symptoms significantly and in 
the same degree as Activelle (p<0.001)

Labos G., Trakakis E. et al. Efficacy and safety of DT56a (Femarelle) compared to hormone therapy in Greek postmenopausal women. J Endocrinol. 
Invest. 2013;36:521-526



Effect of Femarelle on Menopausal Symptoms
Clinical Study

• No changes in:

– Endometrial thickness

– TSH levels

– Hormonal blood profile
Kaplan B. al. Efficacy and Safety of Standard versus Low Dose of Femarelle (Tofupill) for the Treatment of Menopausal Symptoms. J. of Clin Exper
Obstet Gynecol 2004;31(2):123-126



Effect of Femarelle on Menopausal Symptoms
Clinical Study

• No changes in breast tissue (mammogram)
• There were no reported side effects
• No monthly bleeding

Conclusion from studies:

• Femarelle decreases menopausal symptoms significantly 
and in the same degree as HT 

• Labos G., Trakakis E. et al. Efficacy and safety of DT56a (Femarelle) compared to hormone therapy in Greek postmenopausal women. J Endocrinol. 
Invest. 2013;36:521-526

• Kaplan B. al. Efficacy and Safety of Standard versus Low Dose of Femarelle (Tofupill) for the Treatment of Menopausal Symptoms. J. of Clin Exper
Obstet Gynecol 2004;31(2):123-126



The Effect of Femarelle in the Brain on 
Allopregnanolone & β-Endorphin levels

FRONTAL CORTEX

PARIETAL CORTEX

HIPPOCAMPUS

HYPOTHALAMUS

ANTERIOR PITUITARY

NEUROINTERMEDIATE 

LOBE

BRAIN AREAS ANALIZED

PERIPHERAL BLOOD

Genazzani AR et al. Brain region responsiveness to DT56a (Femarelle) administration on allopregnanolone and opioid content in ovariectomized rats. 
Menopause 2009; 16(5):1037-43.
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allopregnanolone and opioid content in ovariectomized rats. Menopause 2009; 16(5):1037-43.
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Genazzani AR et al. Brain region responsiveness to DT56a (Femarelle) administration on 
allopregnanolone and opioid content in ovariectomized rats. Menopause 2009; 16(5):1037-43.
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Femarelle and Allopregnanolone

• The activity of Femarelle was similar to the  
administration of E2V, evidencing an estrogen-like profile 
of action on brain neurosteroidogenesis. 

• Femarelle acts as an estrogen-agonist molecule in CNS 
with specific brain-region responsiveness. 

• Improvement of mood symptoms and anxiety evaluated 
after Femarelle administration, is the clinical expression, 
on the increased content of brain AP

Genazzani AR et al. Brain region responsiveness to DT56a (Femarelle) administration on 
allopregnanolone and opioid content in ovariectomized rats. Menopause 2009; 16(5):1037-43.
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Femarelle and β-Endorphin

• DT56a enhanced β-END levels in selected brain areas 
(hippocampus, hypothalamus, neurointermediate lobe and 
anterior pituitary)

• Lack of direct effects in cortical areas shows a distinct 
biological response of the endorphin system, between E2V 
and Femarelle treatment

• In the brain regions where Femarelle was active, Femarelle 
evidenced an estrogen-like activity

Genazzani AR et al. Brain region responsiveness to DT56a (Femarelle) administration on 
allopregnanolone and opioid content in ovariectomized rats. Menopause 2009; 16(5):1037-43.



Selective Brain effects of Femarelle

Allopregnanolone Increased 
Levels

b-endorphin Increased 
Levels

PARIETAL CORTEX

FRONTAL CORTEX
HIPPOCAMPUS

ANTERIOR PITUITARY

NEUROINTERMEDIATE 
LOBE
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higher brain function 
THOUGHT - ACTION
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ARCHICORTEX 

COGNITION, MEMORY

Homestasis

Pain Control

Autonomic Nervous System

Integrated Neuroendocrine function

Stress response, reproductive 
function

HYPHOTALAMUS

Genazzani AR et al. Brain region responsiveness to DT56a (Femarelle) administration on allopregnanolone and opioid content in ovariectomized rats. 
Menopause 2009; 16(5):1037-43.



EFFICACY PROFILE- BONE



Effect of Femarelle on BMD
Clinical Study

• 98 healthy postmenopausal women (55 ± 5)

– Study Group: 644 mg/d DT56a (n=39)

– Low Dose Group: 344 mg/d DT56a + calcium (n=43)

• BMD test as was done through DEXA scan at time 0
and after 12 months of treatment.

• Vaginal ultrasound and blood tests were done at time
0 and after 12 months.

Kaplan B. et al. Tofupill/Femarelle (DT56a) - a New Phyto-Selective Estrogen Receptor Modulator-like Substance for the
Treatment of Postmenopausal Bone Loss. Menopause 2003;10(6):522-525



Effect of Femarelle on BMD
Clinical Study

• BMD test was done through DEXA scan at time 0 and 
after 12 months of treatment.

– 98 postmenopausal women (55 ± 5)

Kaplan B. et al. Tofupill/Femarelle (DT56a) - a New Phyto-Selective Estrogen Receptor Modulator-like Substance for the Treatment of 
Postmenopausal Bone Loss. Menopause 2003;10(6):522-5

• 3.6% increase 
in spine

• 2.0% increase 
in hip



Kaplan B. et al. Tofupill/Femarelle (DT56a) - a New Phyto-Selective Estrogen Receptor Modulator-like
Substance for the Treatment of Postmenopausal Bone Loss. Menopause 2003;10(6):522-525

Effect of Femarelle on BMD
Clinical Study

• No change in vaginal ultrasound

• No change of sex hormone levels

–FSH & E2 levels- unchanged

• No reported side effects

• In  this study as well as in the study comparing Femarelle to 
Activelle, Femarelle was seen to significantly detain bone 
loss, thus, providing a good bone health management 
therapy



Effect of Femarelle on Skeletal Tissues
Histology

Young (intact) Rats
Control

Ovx - E2

after 2 months

Ovx – Control
after 2 months

Ovx – Femarelle
after 2 months

Cortical bone width

Trabecules

Cortical bone width

Trabecules

Somjen D. et al. “DT56a (Femarelle/Tofupill) Stimulates Bone Formation in Female Rats” British J. of Obstetrics & 
Gynecology 2005;112(7):981-5

• The dynamics of Femarelle compared to E2 and control on the
rebuilding process in different parts of the bone.

microscopic structures through tissue slice examination under microscope



Mechanism of Action in Skeletal Tissue
Tissue-Culture Study

• Osteoblast activation was examined in human bone 
cultures of pre-menopausal and post-menopausal 
females by the use of three markers:

 Creatine Kinase (CK) activity: a marker of ER activation,
which induces osteoblast activity

 DNA synthesis: a marker of increased activity of
osteoblasts through cell proliferation

 Alkaline phosphatase (ALP): a marker of osteoblast
activation

Osteoclasts

Osteoblasts

Somjen D., Katzburg S. Lieberherr M., Hendel D., Yoles I. DT56a Stimulates Gender-Specific Human Cultured Bone Cells In
Vitro. J Steroid Biochem. Mol. Biol. 2006; 98(1): 90-96.

http://images.google.co.il/imgres?imgurl=http://www.parathyroid.com/images/boneDensity.gif&imgrefurl=http://www.parathyroid.com/osteoporosis.htm&h=163&w=246&sz=32&tbnid=oaOfrvX8P4gJ:&tbnh=69&tbnw=105&hl=iw&start=12&prev=/images?q=osteoporosis&svnum=10&hl=iw&lr=&sa=G
http://images.google.co.il/imgres?imgurl=http://www.parathyroid.com/images/boneDensity.gif&imgrefurl=http://www.parathyroid.com/osteoporosis.htm&h=163&w=246&sz=32&tbnid=oaOfrvX8P4gJ:&tbnh=69&tbnw=105&hl=iw&start=12&prev=/images?q=osteoporosis&svnum=10&hl=iw&lr=&sa=G


Mechanism of Action in Skeletal Tissue
Osteoblasts Activation

• Femarelle promotes Osteoblast 
activity, reversing the bone loss 
process through new bone 
formation

• Femarelle is a unique agent for 
detaining postmenopausal bone 
loss and the development of 
Osteoporosis

Somjen D., Katzburg S. Lieberherr M., Hendel D., Yoles I. DT56a Stimulates Gender-Specific Human Cultured Bone Cells
In Vitro. J Steroid Biochem. Mol. Biol. 2006; 98(1): 90-96.



EFFICACY PROFILE- VAGINA



Femarelle & Vaginal Atrophy
Clinical Study

• 12 post-menopausal women with severe vaginal atrophy 

– 100% parabasal cells on cervical cytology
• Dyspareunia- 5, Vaginal soreness- 3, Vaginal dryness- 2, Vaginal 

irritation-1, Bleeding with coitus-1

• 12 week open-label study & follow up after 2 yrs.

• Assessment of:

• Vaginal atrophy - speculum exam, maturation index, 
vaginal pH, pap smears

• Utian Quality of Life Questionnaire (UQoL)

• blood work

Nachtigall M. et al. A Prospective Study of DT56a (Femarelle) for the Treatment of Postmenopausal Vaginal Atrophy. Menopause 
book of abstract of the NAMS 22nd Annual Meeting, Sept, 2011, p. 55
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Baseline 

pH
12 

weeks- pH

1 7.5 5
2 7.2 4.9
3 8 5.8
4 8 4.8
5 7.6 5.1
6 7.5 4.5
7 7.2 5.1
8 8.3 4.2
9 7.9 3.9

10 7.7 5
11 7.6 5
12 8.2 5.2

Reduction of Vaginal pH Following 12 weeks of Femarelle Treatment

Nachtigall M. et al. A Prospective Study of DT56a (Femarelle) for the Treatment of 
Postmenopausal Vaginal Atrophy. Menopause book of abstract of the NAMS 22nd Annual 
Meeting, Sept, 2011, p. 55

• Vaginal pH decreased in all women 
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Nachtigall M. et al. A Prospective Study of DT56a (Femarelle) for the Treatment of 
Postmenopausal Vaginal Atrophy. Menopause book of abstract of the NAMS 22nd Annual 
Meeting, Sept, 2011, p. 55

• All patients reported significant improvement in their most 
bothersome symptom





Improvement in Overall QOL questionnaire 
following 12 weeks of treatment with Femarelle
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Nachtigall M. et al. A Prospective Study of DT56a (Femarelle) for the Treatment of 
Postmenopausal Vaginal Atrophy. Menopause book of abstract of the NAMS 22nd Annual 
Meeting, Sept, 2011, p. 55

• Stat. significant improvement was seen in the overall QOL 
questionnaire (p< 0.001)



Improvement in Utian Sexual QOL questionnaire following 12 
weeks of treatment with DT56a

Mean pre-treatment 6.5 ± 2 

Mean post-treatment 10.6± 3.2 

p< 0.001 (Paired T test) 
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Nachtigall M. et al. A Prospective Study of DT56a (Femarelle) for the Treatment of Postmenopausal 
Vaginal Atrophy. Menopause book of abstract of the NAMS 22nd Annual Meeting, Sept, 2011, p. 55

• Stat. significant improvement in sexual QOL part of the questionnaire 



SAFETY PROFILE- BREAST



Effect of Femarelle on 
Estrogen Dependent Breast Cancer Cells (ER+)

• The estrogenic effect of Femarelle was examined on MCF-7 breast 
cancer tissue culture 

– MCF-7 is a tissue culture model of ER+ human breast cancer

• Cells were seeded for 96 hrs. in estrogen-depleted medium

• E2 and Femarelle were administered at various concentrations for 72 
hrs. 

 Estrogen dose: pharmacological dose (2 mg E2)

 Femarelle dose: incremental dosage- recommended dose (644 
mg./DT56a)-66,000 times recommended dose (172,000 capsules)



Effect of DT56a on ER+ Breast Cancer Tissue Culture

• Femarelle did not trigger cancer cell growth, showing it’s 
antagonistic activity on the breast

Yoles I., and Lilling G. Pharmacological Doses of the Natural phyto-SERM DT56a (Femarelle) Have no Effect on MCF-7
Breast Cancer Cell-Line. European J. of Obstetrics & Gynecology and Reproductive Biology 2007;130(1):140-141



SAFETY PROFILE- CLOTTING



Effect of Femarelle on Clotting
Clinical Study

• In two different clinical trials, 116 symptomatic menopausal 
women were screened for their clotting times through a 
Platelet Function Analyzer (PFA-100 Siemens)

– The instrument measures the closure time (CT) in sec. it 
takes for platelets in whole blood to block the flow 
through a perforated membrane coated with:

• Collagen and Epinephrine (CEPI)

• Collagen and Adenosine Diphosphate (CADP)

– CT is a combined measure of platelet adhesion, 
aggregation, and the blood coagulation factors

• Nachtigall L et al. The Selective Estrogen Receptor Modulator (SERM) DT56a (Femarelle),
does not affect platelet reactivity in normal or thrombophilic menopausal women.
Menopause 2011;18(3):285-288

• Nachtigall L. et al. Association of oral but not transdermal estrogen therapy with enhanced 
platelet reactivity in a subset of postmenopausal women. Menopause 2009;16(2):407-12



CADP (sec) CEPI (sec)

Normal 71-118 85-165

Borderline 56-70 70-84

Pathological <56 <70

Effect of Femarelle on Clotting
Clinical Study



Nachtigall L. et al. Association of oral but not transdermal estrogen therapy with enhanced platelet reactivity in a 
subset of postmenopausal women. Menopause 2009;16(2):
407-12

CADP (sec) CEPI (sec)

Normal 71-118 85-165

Borderline 56-70 70-84

Pathological <56 <70

Oral vs. Transdermal Estrogen in Women with 
Increased Clotting Risk (“Borderline”)

• 13 women with borderline CT

• Oral ET- 5 women

• Trans. ET- 8 women

• Clotting time of borderline 

women on oral ET- decreased 

CT to pathological levels



Thrombophilic women & Femarelle 
Clinical Study

• Femarelle did not affect clotting parameters in either 
normal clotting group (25) nor in the thrombophilic women 
(7)

Nachtigall L et al. The Selective Estrogen Receptor Modulator (SERM) DT56a (Femarelle), does not affect platelet
reactivity in normal or thrombophilic menopausal women. Menopause 2011;18(3):285-288

Closure times 
were measured 
following:
• 3 weeks 
• 8 weeks 
• 12 months



MECHANISM OF ACTION



• Femarelle stimulates Creatine 
Kinase (CK)  activity, a marker of ER 
activity (agonist), in the epiphyseal 
cartilage and diaphyseal bone

Femarelle®’s Mechanism of Action as a SERM

• Contrary to the estrogen group, 
there was no estrogenic effect on 
the uterus with Femarelle

Somjen D, Yoles I. “DT56a (Tofupill/Femarelle), selectively stimulates creatine kinase specific
activity in skeletal tissues of rats but not in the uterus” J. of Steroid Biochemistry &
Molecular Biology 2003;86(1):93-98

Results:



Femarelle®’s Mechanism of Action as a SERM (cont.)

MoA - through ER 

Somjen D, Yoles I. “DT56a (Tofupill/Femarelle), selectively stimulates creatine kinase specific
activity in skeletal tissues of rats but not in the uterus” J. of Steroid Biochemistry &
Molecular Biology 2003;86(1):93-98

• The effect on bone growth 
was lost when the estrogen 
receptors were blocked with 
Raloxifene, which acts as a 
ER blocker

• Identifying Femarelle as a 
SERM, capable of selectively 
activating bone formation 
via estrogen receptors 
without inducing any 
estrogenic activity in the 
uterus



Post Marketing Menopausal Symptoms International 
Survey- POMMSIS

• POMMSIS is a multi-country survey

• Compares the menopausal experience and complaints in different 
countries and cultures.

• Examines the effect of Femarelle within the 1st month of use

• 2,863 participants & 282 physicians from 8 countries & 37 Point of 
Sale

• Survey includes: 

– Pre treatment questionnaire

– 5 week hot flushes daily diary (1 control + 4 treatment) 

– Post treatment questionnaire 

– Post survey physician follow up

• Genazzani A., Nachtigall L., Panay N. & Yoles I. 2 Continents, 3 cultures, 4 countries, 2,000 women 
and Femarelle®; Symposium 13th World Congress on Menopause, Rome, Italy June 2011

• Sánchez-Borrego R, Mendoza N, Llaneza P. A prospective study of DT56a (Femarelle®) for the 
treatment of menopause symptoms; Climacteric 2015;18(6):813-6



Norway Spain Lithuania India Sweden Bulgaria CZ&SLK Total / Mean

Participating Physicians n=21(POS) n=58 n=50 n=72 n=16 (POS) n=50 n=52 282 drs & 37 POS

Patient Sample Size n=148 n=631 n=616 n=571 n=56 n=388 n=453 n=2863

Mean Age
52 

(SD=5.27)
52 

(SD=4.83)
52    

(SD=4.4)
52 

(SD=4.8)
52  

(SD=4.28)
52 

(SD=5.54)
46 

(SD=5.58)
51   

(SD=4.95)

Mean Weight
71 Kg. 

(SD=13.52)
66 Kg. 

(SD=10.02)
75 Kg. 

(SD=12.6)
60 Kg. 
(SD=9)

70 Kg. 
(SD=10.59)

69 Kg. 
(SD=12.6)

72 kg. 
(SD=13.8)

69 Kg. 
(SD=11.73)

Mean Height
168 cm 

(SD=6.08)
161 cm 

(SD=5.93)
167 cm* 165 cm* 

165 cm 
(SD=5.51)

164 cm 
(SD=5.4)

165m 
(SD=6.01)

165 cm

Smokers 20.30% 33.80% 13% 1% 17.90% 34% 17% 19.5%

Mean age menstrual period 
stopped

49 
(SD=5.27)

49 
(SD=3.92)

49.5 
(SD=3.7)

46     
(SD=4)

50.39 
(SD=3.93)

48 
(SD=5.54)

49 
(SD=3.39)

48.6  
(SD=4.25)

Last Menstrual Period

More than a year ago 64% 66.2% 69% 58% 69% 57% 66% 64.1%

A few months ago 34% 33.3% 30% 39% 31% 42% 34% 34.7%

Within the last month 2% 0.5% 2% 3% 0% 1% 0% 1.2%

Cause of Cessation* 

Natural Cessation 83% 90% 83% 70% 86% 76% 74% 80.2%

Surgical Cessation 17% 10% 17% 30% 14% 15% 26% 18.4%

Country Data

* No difference perceived between natural or surgical cessation
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86% experienced a 
reduction of hot flushes, 

following 4 weeks of 
treatment

Reduction of Hot Flushes compared to Baseline
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96% of the severe sufferers experienced a reduction 
of hot flushes following 4 weeks of treatment

(Visit 1) Q6:How many hot flushes do you experience on average per day? 

(Visit 2) Q2: During the last week, how many hot flushes on average did you experience per day? 

(n=699)



Relief of symptoms following 4 weeks of treatment with Femarelle® 

POMMSIS looks not only at hot flushes but includes questions on:

• Quality of Sleep, Quality of Life, Night sweats, Headaches & Joint & Muscle pains

% of women feeling  
Better or Much Better 

after 4 weeks

Hot flushes QoS QoL Night
sweats

Headaches J & M pain

84,5%

68,2%

80,8%
75,2%

53.8% 50,7%

Hot flushes

(n=2009) (n=1951) (n=1955) (n=1831) (n=1456) (n=1594)

Genazzani A., Nachtigall L., Panay N. & Yoles I. Symposium: 2 Continents, 3 cultures, 4 countries, 2,000 women and 
Femarelle®; 13th World Congress on Menopause. Rome, Italy June 2011 

We invite you to participate in POMMSIS and gather 
local data from personal experience with your patients



DT56a Scientific Summary to Date 
Efficacy

• Significant relief of menopausal symptoms- from mild to 
severe symptoms

• Estrogen-like profile of action on brain neurosteroidogenesis

• Efficacy is similar to the efficacy of Hormone Therapy
(Activelle- Novo-Nordisk)

• Effective in relieving vaginal atrophy 

• Increases Bone Mineral Density

• Unique bone regeneration mechanism, through osteoblast 
activation- new bone formation 



DT56a Scientific Summary to Date 
Safety

• No effect on:

• Clotting parameters even in thrombophilic women

• Hormonal blood profile- E2 & FSH levels unchanged

• Endometrial thickness nor in the uterus

• TSH levels

• Liver and kidney functions

• Breast cancer tissue (MCF-7)

• To date, with 19 years in the market, no adverse events reported



The Biochemical Pathway of DT56a-

Biomimicry (Biomimetics)



The Science of Biomimicry

• Biomimicry is an approach to innovation that seeks sustainable 
solutions to human challenges by emulating nature’s time-
tested patterns and strategies.

• The goal is to create products and processes, that are well-
adapted to life on earth over the long haul while producing 
innovative solutions.

• We know that the estrogen pathway is the only pathway that 
holds the key to providing healthy again and balance the 
estrogen deficit.



Femarelle mimics the attachment of E2 to ER 
in a selective manner

Attachment of different components within DT56a to ER- mimicking the attachment 
of E2 with either:
• co-Activators- promoting response in specific tissues- Agonistic activity 
• co-Repressors- blocking the receptor in the reproductive tissues- Antagonistic activity

DT56a-
mimicry of E2

bond with 
CoA or Co-R

E2+Co-A E2+Co-RE2+Co-A E2+Co-A E2+Co-A

Agonistic 
activity

Agonistic activity 
mood, HF, sleep…

Agonistic activity 
vag. atrophy

Antagonistic activity
No effect on 
endometria

Antagonistic activity
No effect on MCF-7

Agonistic activity 
new bone formation

Bond to ER

E2+Co-R



The Basic Biochemistry Behind Femarelle

• The proprietary compound within Femarelle (DT56a) mimics the 
attachment of E2 to the ER in selective manner forming a phyto-
SERM (Selective Estrogen Receptor Modulator)



Treatment of Estrogen Decline

• From temporary symptoms to the development of diseases  

• Women’s Quality of Life is greatly affected

• HT provides a worthy solution, however, it has many 
limitations:

– It’s use is not recommended for the long-term

–Should start at an early stage

–Today, most women do not want to use HT

–Time consuming to persuade adherence

• Above all, it is important that women get treatment in 
order to live better and detain post-menopausal diseases 
which are irreversible



What Does the Femarelle Line Bring to the Table

• Product backed by strong Science

• Relief of symptoms within the first month of use

• Provides a targeted approach based on the needs of 
women in the different stage of their life

• Provides safety of use for long-term management of 
estrogen decline 

• Does not increase risk factors



The Femarelle Line
Restoring Hormonal Balance without Risk 

for Prolonged Quality of Life

DT56a 322 mg.

Flax 108 mg.

Vitamin B6- Pyridoxine 
Hydrocholide 1 mg.

DT56a 322 mg.

Calcium (Carbonate) 80 mg.

Vitamin D3 10 µg (400 I.U.)

Vitamin B2- Riboflavin 1 mg.

Vitamin B7- Biotin 0.1 mg.

DT56a 322 mg.

Flax 50 mg.

Vitamin B2- Riboflavin 1 mg.

Vitamin B7- Biotin 0.1 mg.
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