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The Daily Hormone Balance
DESIGN PHILOSOPHY:

1

Perspective
• Changes in modern diets and activity levels have 

significantly increased the rates of insulin resistance 
in the population at large, as well as comorbidities 
including hypertension

• 50% of adult women in the U.S. have either 
hypertension or prehypertension1

• Insulin resistance and hypertension are significant 
comorbidities2

• Insulin resistance can significantly impact fertility 
during childing-bearing years3

• During perimenopause and menopause, rates of 
insulin resistance increase significantly4

• Metabolic dysregulation and insulin resistance are 
physiologically stressful and impose significant 
burdens on patient lives:

 » Increased levels of acne and breakouts, which result 
in decreased socialization and reduced mental 
wellbeing5

 » Increased likelihood of PCOS and menstrual irregularity6

 » Higher probability of experiencing anxiety and 
depression7

 » Fatigue and reduced energy8

 » Increased chronic inflammation resulting in poor 
long-term health outcomes9

 » Increased blood pressure and hypertension10 

• Most “hormone balancing” supplements on the 
market focus on affecting sex hormones. These 
include plant extracts like black cohosh, dong quai, 
and maca. All of these are believed to work primarily 
through influencing sex-hormone levels.

• For many individuals, addressing the underlying 
metabolic issues is more helpful. Improving insulin 
sensitivity can:

 » Decrease acne and breakouts significantly11

 » Alleviate depression and mood changes12 

 » Improve chronic inflammation and reduce long-term 
risks such as heart disease13 

 » Improve menstrual regularity and androgen 
balance14

• Many women prefer to use natural as opposed to 
pharmacological products; failing to engage with this 
population does them a disservice

• The symptoms (breakouts, low energy, irregular 
periods, mood changes) that are linked with insulin 
resistance and prehypertension are most commonly 
perceived by the public to be issues with “hormone 
balance”

The Daily Hormone Balance shows it is 
possible to rationally design a product that 
supports multiple physiological factors 
linked with “hormone balance,” and that 
does so in a safe manner. This product 
supports metabolic hormones during 
reproductive years and beyond.
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Product Profile for The Daily Hormone Balance
Design Objectives: 
• Provide key vitamins that are linked to long-

term health and at levels that are supported by 
epidemiological studies (B vitamins)

• Address nutritional deficiencies that have been 
linked to insulin resistance (magnesium and zinc)

• Provide support for improved blood sugar and 
reduced insulin resistance (berberine)

• Address hypertension, a key comorbidity with insulin 
resistance (grape seed extract)

• Address mood (passionflower)

• Designed to support health in pre-/peri-/
postmenopausal age ranges 

Product Formulation: 

B-complex: B1, B6, B9, B12
Rationale: 
• Provide sufficient folate if pregnancy should occur

• Support healthy brain aging

• B-complex (B1/B6/B9/B12) has the potential to 
support improved homocysteine levels and reduced 
inflammation

What the Daily Hormone Balance  
Is Not
• Not alternative medicine. The Daily is grounded in 

science and medicine. It relies on clinical data, and it 
is designed to be supported by rigorous clinical trials.

• Not a cure. The Daily does not cure diseases and 
does claim to, but rather provides support for indi-
viduals struggling to eat healthily and exercise. 

• Not a quick fix. Changes to diet and exercise are 
the best approaches to hormone balance, and The 
Daily is designed to be a supportive addition to life-
style changes. 

Semaine Health Co. Philosophy
• Rooted in a patient- and advocacy-focused 

approach with deep relationships, especially in 
the endometriosis community

• Focused on continuous engagement with medical 
professionals to guide product development and 
provide useful information to customers

• Committed to using clinical trials to validate 
claims. Results from the pilot study are included 
in this report

• B-complex supplementation has been shown to im-
prove mood, especially for people with PMS or PMDD

Safety: 
• Within recommended FDA tolerable upper limits for 

all ingredients where applicable

• B1: no established upper limit

• B6: FDA upper limit (100 mg for women ages 19+)

• B9: FDA upper limit (1,000 mcg DFE for women ages 19+)

• B12: no established upper limit
Forms and dosage
• B1: thiamine HCl (20 mg)

• B6: pyridoxine HCl (20 mg)

• B9: calcium L-5 methyltetrahydrofolate (680 mcg DFE)

• B12: cyanocobalamin (4 mcg)

Zinc
Rationale: Zinc supplementation has been shown to 
improve insulin sensitivity and decrease acne.

Safety: Good if within FDA tolerable upper limits (40 mg 
for women ages 19+).
Form and dosage
• Dosage: 20 mg of elemental zinc 

• Form: zinc glycinate monohydrate. Zinc is often very 
poorly absorbed and can cause GI distress. Using a 
form with an amino acid attached increases bioavail-
ability and decreases GI side effects.
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Magnesium
Rationale: Changes in dietary habits mean that 45% 
of Americans are deficient in magnesium.15 This is 
associated with hypertension and insulin resistance.16 

Safety: Excellent if within FDA tolerable upper limit (350 
mg for women ages 19+)
Form and dosage
• Dosage: 19 mg elemental magnesium

• Form: Sucrosomial® magnesium. This is magnesium 
oxide enclosed in a liposomal-type structure. This 
provides a high level of elemental magnesium while 
increasing biovailability and avoiding the GI issues 
commonly associated with straight magnesium oxide.

Berberine
Rationale: Berberine has been widely used in Asia 
to help with insulin resistance. Several recent RCT 
intervention studies have shown an improvement in 
PCOS and in HOMA-IR.

Safety: Excellent safety profile, and the form selected 
minimizes total dose. At higher doses (>1.5 g/day) most 
common side effects are GI related.
Form and Dosage:
• Dosage: 80 mg of berberine/day (from a 250 mg 

dose of berberine Phytosome) 

• Form: berberine Phytosome. Optimized for bioavail-
ability by enclosing it in a fat and protein structure. 
This increases bioavailability ~10X on a molar level.

• Rationale: Most intervention studies use 500 mg to 
1.5 g of berberine HCl per day, with the most com-
mon side effects reported as GI. Our dose is equiv-
alent to 800 mg of berberine HCl while minimizing 
raw extract levels.

Grape Seed Extract (GSE)
Rationale: Primarily composed of compounds called 
proanthocyanidins, GSE is an extremely strong 
antioxidant. Meta-analysis of many studies has found 
it effective in hypertension, and this was especially 
profound in obese subjects or those with metabolic 
issues. 17,18 GSE has also been shown to help with PMS 
and mood, likely through its antioxidant behavior.19

Safety: GSE has an excellent safety profile
Form and Dosage:
• Dosage: 180 mg

• Form: Enovita®, a standardized extract from Indena. 
Water extracted and composed of >95% proantho-
cyanidins. 

Passionflower
Rationale: Passionflower is widely used to help 
with anxiety and mood changes, and it is shown to 
reduce inflammation over time. It appears to work by 
increasing GABA levels in the brain. Mood changes 
and anxiety are some of the most common symptoms 
reported and linked to “hormone imbalance.”

Safety: Good; dosages up to 800 mg have been used 
safely in studies lasting eight weeks. Dosages of 3.5 g+ 
may be unsafe in short-term use. 
Form and Dosage:
• Dosage: 80 mg (10% of dose used for longer-term 

trials)

• Form: An ethanol and water extraction from the 
flower standardized to >4% vitexin.

Pilot Clinical Trial
To help determine the efficacy of the product, an 
independent third-party-conducted trial was designed 
and registered at clincaltrials.gov (NCT05328609). This 
was an observational open-label trial. All participants 
(n=45) experienced a two-month intervention. 

Participants were recruited if they had self-reported 
changes in mood or mood swings, low energy, food 
cravings, or difficulty sleeping.

*
**
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All participants completed a baseline survey about 
perceived discomfort regarding mood, energy, sleep, 
and skin as well as an at-home dried-blood-spot test. 
Participants then completed the perceived discomfort 
survey throughout the trial and a blood test upon 
conclusion.

References
1. Y. Wang, Q. J. Wang, The prevalence of prehypertension and 

hypertension among US adults according to the new joint national 
committee guidelines: new challenges of the old problem. Arch. 
Intern. Med. 164, 2126–2134 (2004).

2. A. N. Long, S. Dagogo-Jack, Comorbidities of diabetes and hyper-
tension: mechanisms and approach to target organ protection. J. 
Clin. Hypertens. (Greenwich). 13, 244–251 (2011).

3. E. Silvestris, G. de Pergola, R. Rosania, G. Loverro, Obesity as 
disruptor of the female fertility. Reprod. Biol. Endocrinol. 16, 22 
(2018).

4. M. Lejsková, S. Alušík, M. Suchánek, S. Zecová, J. Pitha, Menopause: 
clustering of metabolic syndrome components and population 
changes in insulin resistance. Climacteric. 14, 83–91 (2011).

5. G. Fabbrocini, R. Izzo, A. Faggiano, M. Del Prete, M. Donnarumma, 
C. Marasca, F. Marciello, R. Savastano, G. Monfrecola, A. Colao, Low 
glycaemic diet and metformin therapy: a new approach in male 
subjects with acne resistant to common treatments. Clin. Exp. 
Dermatol. 41, 38–42 (2016).

6. D. Glintborg, H. Mumm, D. Hougaard, P. Ravn, M. Andersen, Ethnic 
differences in Rotterdam criteria and metabolic risk factors in a 
multiethnic group of women with PCOS studied in Denmark. Clin. 
Endocrinol. . 73, 732–738 (2010).

7. C. Kan, N. Silva, S. H. Golden, U. Rajala, M. Timonen, D. Stahl, K. 
Ismail, A systematic review and meta-analysis of the association 
between depression and insulin resistance. Diabetes Care. 36, 
480–489 (2013).

8. A. N. Vgontzas, D. A. Papanicolaou, E. O. Bixler, K. Hopper, A. 
Lotsikas, H. M. Lin, A. Kales, G. P. Chrousos, Sleep apnea and 
daytime sleepiness and fatigue: relation to visceral obesity, insulin 
resistance, and hypercytokinemia. J. Clin. Endocrinol. Metab. 85, 
1151–1158 (2000).

9. B. Ruiz-Núñez, L. Pruimboom, D. A. J. Dijck-Brouwer, F. A. J. Musk-
iet, Lifestyle and nutritional imbalances associated with Western 
diseases: causes and consequences of chronic systemic low-grade 
inflammation in an evolutionary context. J. Nutr. Biochem. 24, 
1183–1201 (2013).

10. M.-S. Zhou, A. Wang, H. Yu, Link between insulin resistance and 
hypertension: What is the evidence from evolutionary biology? 
Diabetol. Metab. Syndr. 6, 12 (2014).

11. J. K. Lee, A. D. Smith, Metformin as an adjunct therapy for the 
treatment of moderate to severe acne vulgaris. Dermatol. 
Online J. 23 (2017) (available at https://www.ncbi.nlm.nih.gov/
pubmed/29447630).

12. F. AlHussain, Y. AlRuthia, H. Al-Mandeel, A. Bellahwal, F. Alhar-
bi, Y. Almogbel, O. Awwad, R. Dala’een, F. A. Alharbi, Metformin 
Improves the depression symptoms of women with polycystic 
ovary syndrome in a lifestyle modification program. Patient Prefer. 
Adherence. 14, 737–746 (2020).

13. M. Sowers, C. Derby, M. L. Jannausch, J. I. Torrens, R. Pasternak, 
Insulin resistance, hemostatic factors, and hormone interactions 
in pre- and perimenopausal women: SWAN. J. Clin. Endocrinol. 
Metab. 88, 4904–4910 (2003).

14. F. Orio, S. Palomba, New guidelines for the diagnosis and treat-
ment of PCOS. Nat. Rev. Endocrinol. 10, 130–132 (2013).

15. J. L. Workinger, R. P. Doyle, J. Bortz, Challenges in the diagnosis of 
magnesium status. Nutrients. 10 (2018), doi:10.3390/nu10091202.

16. K. Kostov, Effects of magnesium deficiency on mechanisms of in-
sulin resistance in type 2 diabetes: Focusing on the processes of in-
sulin secretion and signaling. Int. J. Mol. Sci. 20 (2019), doi:10.3390/
ijms20061351.

17. H. Zhang, S. Liu, L. Li, S. Liu, S. Liu, J. Mi, G. Tian, The impact of 
grape seed extract treatment on blood pressure changes: A me-
ta-analysis of 16 randomized controlled trials. Medicine . 95, e4247 
(2016).

18. H. H. H. Feringa, D. A. Laskey, J. E. Dickson, C. I. Coleman, The 
effect of grape seed extract on cardiovascular risk markers: a 
meta-analysis of randomized controlled trials. J. Am. Diet. Assoc. 
111, 1173–1181 (2011).

19. M. Amsellem, J. M. Masson, B. Negui, Others, Endotelon in the 
treatment of venolymphatic problems in premenstrual syn-
drome-multicenter study on 165 patients. Tempo Medical. 282, 
46–51 (1987).

In addition to the improvements in perceived comfort, 
participants had significant improvements in their 
lipid profile (p<.001) and fasting insulin (p<0.05). The 
average measurements are shown below and suggest 
that the improvements in perceived comfort are likely 
linked to the improvements in metabolic state.
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