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1. Supplement Facts 

Other ingredients: TBD 

2. Directions  

Take one capsule daily.  

3. Claims  

Supplement Facts 
Serving Size: 1 Vegetable Capsule 
Servings Per Container: 30

Amount Per Serving %Daily 
Value

Zinc (as zinc gluconate) 30 mg 272%

Bifidobacterium longum BB536 25mg  
2 Billion CFU 

*

Chaste Tree Berry extract (Vitex agnus 
castus) 0.5% Agnuside

40 mg *

* Daily Value not established.

Claim Substan1a1on

• People with acne have lower levels of zinc.* Zinc studies 1-4

• Contains a clinically relevant amount of zinc 
shown to help improve acne.*

Zinc studies 5-10

• Clinically tested to help reduce the number of 
acne pimples, and acne severity.†

ProbioUc study 1

• Clinically tested to help improve skin gloss, 
firmness, and redness.†

ProbioUc study 1

• Clinically tested to help improve skin pores and 
dryness.†

ProbioUc study 1

• Clinically tested to help improve the suitability 
of skin for applying cosmeUcs.†

ProbioUc study 1

• Clinically tested to help support regularity.† ProbioUc study 1-4

• Helps reduce occasional consUpaUon.† ProbioUc study 1-4
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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. 

4. Claim Substantiation 

Zinc study 1 
This study  included 47 patients with acne vulgaris and 40 healthy control subjects. The 1

zinc levels were measured in the serum obtained from the acne patients and control 
subjects. Results were that the acne patients had low zinc levels at a rate of 54.1% while 
only four cases (10.0%) in the control group had low zinc levels. When serum zinc levels of 
the acne patients and the control group were compared, the zinc level was statistically 
significantly lower in the acne group. Correlation studies showed no relation between 
the zinc level and the degree of acne or disease duration. In conclusion, determining 
serum zinc levels in acne patients is necessary and an easy method, and that 
prescribing zinc supplement treatments for patients with low serum zinc levels may help 
increasing the success rate of acne treatment.  

Zinc study 2 
Serum zinc levels in acne patients and in matched healthy controls of both sexes and 
within the same age group (16-20 years age) were estimated. Women, whether diseased 
or healthy, have shown a significantly lower mean serum zinc level than the 
corresponding men. In advanced grades of acne, both men and women have a 
significantly lower level than the corresponding control groups. Within the same sex 
group, those with advanced grades have revealed a significantly lower level than those 
with slight grades.  2

Zinc study 3 
The serum levels of zinc and retinol-binding protein (RBP) have been determined in 173 
patients with acne and compared with those of a control group. The RBP is a specific 
transport protein and its level in plasma reflects the amount of vitamin A available to 
the tissues. Patients with severe acne were found to have lower levels of RBP than either 
patients with mild acne or healthy subjects of the same age. In the case of males with 
severe acne, the mean serum zinc level was significantly lower than that of the control 
group. No such difference was observed for girls. The observed condition of low levels of 
zinc and vitamin A in the serum of patients with severe acne may provide a rationale for 
the clinically good effect of oral zinc treatment.  3

Zinc study 4 
Zinc concentration was determined in epidermis, papillary dermis and serum in patients 
with dermatitis herpetiformis, acne or psoriasis and in two small groups of patients with 
ichthyosis vulgaris and Darier's disease. Except in ichthyosis vulgaris the zinc level in 

• Chaste tree berry helps relieve premenstrual-
related acne.*

Vitex study 1-6
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epidermis was decreased in all these disorders. The mean serum zinc concentration was, 
however, significantly decreased only in men with dermatitis herpetiformis. There was 
no correlation between the concentration of zinc in epidermis or dermis and that in 
serum. The decreased epidermal zinc concentration indicates that many of the patients 
have a zinc deficiency in spite of a "normal" serum zinc value. Supplementation of zinc 
might therefore be of value in patients with these disorders.  4

Note:  Zinc is available in various zinc salts included zinc sulfate (sulphate) and zinc 
gluconate. Following are summaries of studies on both of these zinc salts. 
However, zinc gluconate was chosen for this formula since only 30 mg of 
elemental zinc was used in human research for acne. By contrast, 90-138 mg of 
elemental zinc was used in research with zinc sulfate (about 23% elemental zinc). 

Zinc study 5 
This double-blind study  was conducted on 67 patients with inflammatory acne who 5

received one of two zinc gluconate regimens (Rubozinc) for three months. One was a 
constant-dose regimen (30 mg elemental zinc throughout the 13 weeks of the study) and 
the other included an initial three-week loading dose (60 mg for three weeks, followed 
by 30 mg for four weeks, followed by 15 mg for six weeks), but both regimens provided the 
same cumulative dose at three months. The primary assessment criteria were the 
change with respect to baseline in the total number of superficial inflammatory lesions 
(papules and pustules). The two treatment groups were not statistically significantly 
different, with respect to these criteria, after three, five, seven or thirteen weeks of 
treatment. Therefore, the regimen that included a loading-dose provided no additional 
benefit. The results of this study are in favor of the conventional therapeutic regimen of 
two capsules daily (30 mg total) for three months, as defined in the marketing 
authorization. 

Zinc study 6 
In this study,  patients with an inflammatory acne were included in a double-blind trial 6

using low doses of zinc gluconate (200 mg/day, corresponding to 30 mg elemental zinc). 
We obtained a significantly different result between zinc and placebo groups in the 
inflammatory score (p<0.02). This efficiency could be explained by the action of zinc on 
inflammatory cells, especially granulocytes. 

Zinc study 7 
To evaluate the place of zinc gluconate in relation to antibiotics in the treatment of 
acne vulgaris, zinc was compared to minocycline in a multicenter randomized double-
blind trial.  332 patients received either 30 mg elemental zinc or 100 mg minocycline over 7

3 months. The primary endpoint was defined as the percentage of the clinical success 
rate on day 90 (i.e. more than 2/3 decrease in inflammatory lesions, i.e. papules and 
pustules). This clinical success rate was 31.2% for zinc and 63.4% for minocycline. 
Minocycline nevertheless showed a 9% superiority in action at 1 month and one of 17% 
at 3 months, with respect to the mean change in lesion count. Regarding safety, the 
majority of the adverse effects of zinc gluconate and of minocycline concerned the 
gastrointestinal system and were moderate (5 dropouts with zinc gluconate and 4 with 
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minocycline). In conclusion, Minocycline and zinc gluconate are both effective in the 
treatment of inflammatory acne, but minocycline has a superior effect evaluated to be 
17% in our study. 

Zinc study 8 
In a double-blind investigation  of 54 patients suffering from acne vulgaris, the effect of 8

0.6 g of oral zinc sulphate (138 mg elemental zinc) daily versus placebo was studied. 
During the active treatment period of 6 weeks, the acne improved by about one-third, as 
rated with a score system. Clinical comparison with placebo showed the result of zinc 
sulphate therapy to be slightly, but statistically significantly better. Various methods 
for the clinical evaluation of acne were studied. Counting of acne lesions was found to 
be a more precise method than assessment according to the opinion of the patients and 
the assessment of colour photographs. The correlation between the results obtained by 
lesion counting and evaluation by photographs was low, as was also the reproducibility 
of photographic assessment. 
  
Zinc study 9 
In a double-blind study  91 patients with acne vulgaris were treated either with 0.4 g 9

oral zinc sulphate (90 mg elemental zinc daily) or with a placebo. Forty-eight patients 
received zinc treatment and 43 patients received placebo. Significantly better results 
were demonstrated in favor of zinc after 12 weeks. 

Zinc study 10 
The effect of zinc sulphate and placebo was compared in a double-blind trial  in 56 10

patients suffering from acne vulgaris. Serum vitamin A levels were studied in all, before 
and at the end of therapy, 29 patients received zinc sulphate 600 mg daily and 27 
patients received placebo. Patients on placebo showed no improvement. After 12 weeks 
of treatment with zinc sulphate, 17 patients (58%) showed significant improvement. 
There was a statistically significant decrease in the number of papules, infiltrates and 
cysts. In zinc-treated cases there was statistically significant increase in serum vitamin 
A levels, while no change was found in the placebo group. 

Probiotic study 1 
Twenty-eight women (mean age, 40.7 years: range, 30–62 years) who had skin problems 
such as atopic dermatitis, acne, and dry skin, together with a bowel movement 
frequency of three times or fewer per week, were recruited. Subjects consumed 1 bottle 
per day of milk supplemented with Bifidobacterium longum BB536 (Bifidus BB536) (180 
mL containing 2 × 109 (2 billion) colony-forming units (CFUs) of bifidobacteria) every day 
for 8 weeks. Subjective scores of skin condition (questionnaire, visual analog scale (VAS) 
for itchiness, and Skindex-16) and defecation status were investigated before 
consumption at week 1 and at week 4 and week 8 of consumption. The skin condition was 
examined by a dermatologist and microscopic photographs were recorded at week 0, 
week 4 and week 8. In an exploratory analysis of the relationship between subjective 
scores of skin condition and quality of defecation, a significant positive correlation was 
found in the improvement of acne severity with the improvement of bowel movements. In 
subjects consuming milk supplemented with Bifidus BB536, defecation frequency was 
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increased, and fecal health as well as the sensation of complete defecation were 
improved. Regarding skin conditions, subjective symptoms including glossiness, firmness, 
skin porosity, redness, dryness, suitability of cosmetics, number of acnes, and severity of 
acne improved (Figure 1). Changes in VAS score for itchiness also showed significant 
improvement. In the Skindex-16, which is a questionnaire used for evaluating 
dermatologic quality of life (QOL), items related to symptom and items related to 
emotion were significant improved (Figure 2). Microscopic photographs of the skin 
surface also demonstrated improvements in skin texture and dryness (Figure 3). Effects 
have been attributed to the immunomodulatory function of probiotics in regulating the 
Th1/Th2 balance. 
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Probiotic study 2 
Bifidobacterium longum BB536 
was administered to healthy 
adult volunteers and the 
effects on the intestinal 
environment (fecal flora, fecal 
putrefactive substance, fecal 
putrefactive enzyme activities 
and organic acid 
concentrations), defecation 
frequency and fecal 
characteristics were 
investigated.  For the 11

investigation of intestinal 
environment, twelve volunteers were assigned to two groups (persons 7 and 5 each) and 
each group was administered 2×109 or 2×1010 viable cells of BB536 daily in 200 ml of milk 
for 7 days. Forty women volunteers were assigned for the test of defecation frequency 
and fecal characteristics. They were administered 2×109 viable cells of BB536 daily in 
200 ml of milk for three weeks. Milk was used as the control diet in both experiments. The 
administration of BB536 resulted in a decrease of fecal ammonia content and reduction 
in the activity of some fecal enzymes.   Results were that Bifidobacterium percentage in 
the fecal flora was increased by the administration of BB536. The number of 
Enterobacteriaceae and C. perfringens tended to decrease at a dose of 2 x 1010 of BB536 
per day. The fecal moisture content also tended to increase following the administration 
of BB536. Table 5 shows the results of the defecation frequency, the score of fecal color, 
fecal outlook and fecal volume. The defecation frequency of volunteers in the interval 
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period was 0.54 ± 0.18 times per day. They suffered constipation slightly. The frequency 
increased to 0.65 ± 0.21 and 0.72 ± 0.22 after ingesting milk and BB536 milk, respectively. 
These increases were statistically significant when compared with the interval period (p 
< 0.001). The difference between the frequencies in the control (milk) period and test 
(BB536 milk) period was also statistically significant (p < 0.05). The defecation 
frequencies of the forty volunteers in the interval period ranged from 0.25 to 0.92 times 
per day. Among them, 23 volunteers had a frequency lower than 0.50 times per day. The 
change in frequency was compared between the group with lower (< 0.5 times per day) 
frequencies and that with higher frequencies.  

Probiotic study 3 
Yogurt containing Bifidobacterium longum BB536 (designated as Bifidus yogurt, 2 billion 
CFU/day) was administered  to adult volunteers and its effects on the intestinal 12

environment with reference to fecal microflora, ammonia levels, fecal characteristics 
(color, consistency) and defecation frequency were examined. Bifidus yogurt was 
manufactured by fermenting milk with B. longum BB536, Streptococcus 
thermophilus STH-450 and Lactobacillus delbrueckii subsp. bulgaricus LBU-108. 
Standard yogurt manufactured using only S. thermophilus STH-450 and L. 
delbrueckii subsp. bulgaricus LBU-108 was used as the control diet. Eleven women 
volunteers were assigned as subjects to test the effects of Bifidus yogurt on the intestinal 
environment. Thirty-nine women volunteers were assigned as subjects to test the effects 
on fecal characteristics and defecation frequency. The volunteers were each 
administered 100 g of standard yogurt per day for two weeks. After a two-week interval 
period, each subject was administered 100 g of Bifidus yogurt per day for the subsequent 
test period. The period of administration of Bifidus yogurt was 2 weeks for testing effects 
on the intestinal environment and 3 weeks for testing effects on fecal characteristics 
and defecation frequency. The administration of Bifidus yogurt was effective to increase 
the number and relative percentage of fecal bifidobacteria significantly. The fecal 
ammonia concentration tended to decrease and fecal organic acid content tended to 
increase. The defecation frequency was significantly increased by Bifidus yogurt. The 
color of the feces changed to yellow and the consistency changed to soft. The 
administration of Bifidus yogurt was effective to improve the intestinal environment, 
fecal characteristics and defecation frequency. 

Probiotic study 4 
Fifty-five healthy subjects (12 men and 43 women, average age 31.6±7.) with constipation 
tendency were employed to study  the effect of a drink-type yogurt supplemented with 13

probiotic strain Bifidobacterium longum BB 536 on defecation, in a placebo-controlled, 
double-blinded two-way crossover design. After a 2-week run-in period, subjects were 
randomly allocated to receive BB 536-supplemented yogurt (BB 536 yogurt, containing > 
2 × 107 CFU/g of BB 536, 2 × 109 CFU total) or placebo yogurt at 100 g per day for 2 weeks. 
After a 2-week washout period, subjects were crossed over to another 2-weeks of intake. 
Either BB 536 yogurt or placebo yogurt contained > 1 × 107 CFU/g lactic acid bacteria. 
The defecation frequency was significantly increased during the intake stages of either 
BB 536 yogurt or placebo yogurt compared with non-intake periods (p<0.001). Significant 
increase was also found by administration of BB 536 yogurt compared with placebo 
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yogurt (p<0.05). No adverse effect was found due to the yogurt intake. These results 
indicate that the administration of BB 536 yogurt is effective to improve the defecation 
frequency. 

Vitex study 1 
Vitex agnus-castus is used for acne before menstruation. The whole fruit extract acting 
on follicle stimulating and luteinizing hormone levels in the pituitary gland led to an 
increase in progesterone and decrease in estrogen levels through the dopaminergic 
mechanism, declining the level of premenstrual prolactin. German Commission E has 
recommended daily intake of 40 mg Vitex agnus-castus extract for the treatment of 
acne.  14

Vitex study 2 
In one placebo-controlled trial  of males and females, after 3 months of treatment with 15

Vitex, both groups experienced a 70% improvement in their acne. This was significantly 
better than the placebo.  

Vitex study 3 
Very often, acne flareups are related to the impending onset of menses. This particular 
type of acne highlights the fact that acne is often affected by hormone balance in the 
body. Much work has focused on the potential negative impact of androgens on acne; 
estrogen and progesterone can definitely also be involved.35 An herb commonly used to 
address hormonal issues that arise in acne is Vitex agnus-castus (chaste tree, vitex). This 
plant acts in the pituitary gland to balance secretion of lutetinizing and follicle-
stimulating hormones, thus regulating estrogen and progesterone levels. Preliminary 
German research also confirmed that chaste tree can be effective in moderate hormonal 
acne. For optimal anti-acne effects, chaste tree should be taken throughout the 
menstrual cycle. Vitex is often used together with vitamin B6, which has also proven to 
be quite helpful for resolving hormonal acne, although one comparative trial found that 
Vitex was superior to vitamin B6 for helping patients with symptoms of premenstrual 
syndrome.  16

Vitex study 4 
In one open study,  118 people with acne were treated with Vitex agnus castus fruit 17

extract (20 drops twice daily for 4–6 weeks (equivalent to 40 mg/day), then 15 drops 
twice daily for 1–2 years). The results were compared with those of conventional 
treatments for acne. Patients treated with the fruit extract reported a quicker healing 
rate after 6 weeks and after 3 months of therapy, 70% of patients treated with the fruit 
extract had complete healing. 

Vitex study 5-6 
These two older, preliminary German studies  suggest that Vitext agnus castus may 18 19

contribute to clearing of premenstrual acne, possibly by regulating hormonal influences 
on acne. Women in these studies used 40 drops of a concentrated liquid product 
(Agnolyt) once daily. 
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