HippEv :

Hippocrates Evolution —

Chastebe Fry (Vitex agnus- castus) Chaste tree, Chaste tree berry, Vitex (Vitex agnus-castus)
fruit, Monk’s Pepper, Gattilier, Hemp Tree, Keusch-Lamm-Fruechte, Wild Pepper

Common Indications:

e Hyperprolactinemia.

e Breast discomfort (Mastalgia)

e Premenstrual Syndrome

e Irregularities in Menstrual Cycle
e Fertility disorders

e Insufficient lactation

e Acne

e Osteo-protection

e Parkinson’s Disease

e (Cytotoxicity

General Comments:

It is the fruit of this shrub that is harvested and dried for medicinal purposes. It has a long history
of use to address women’s health issues such as PMS, menopause and endometriosis.?

Benefits & Mechanism of Action:

Hyperprolactinemia
Studies report that chasteberry has a significant effect on the anterior pituitary. It interacts
with dopamine receptors in the anterior pituitary, specifically the D> receptors, which
decreases prolactin levels.34>678510 The major dopaminergic compounds appear to be
clerodadienols, which inhibit prolactin release, and dopaminergic bicyclic diterpenes, which
inhibit cAMP formation and prolactin release.!!
One study, looking at the effects of chasteberry in healthy males, reported that the effect

on prolactin is dose dependent. Lower doses were associated with the release of prolactin
while higher levels decreased the release of prolactin.'?

Breast discomfort (Mastalgia)

Reduced prolactin levels are associated with less breast pain. Studies have shown that
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supplementation with chasteberry can reduce breast pain as early as the first month, with
increasing results in the second and third.*1°

Premenstrual Syndrome

Symptoms of premenstrual syndrome (PMS) include cyclical mastalgia, luteal-phase
dysfunction (corpus luteum insufficiency), irritability, headache, and constipation.
Chasteberry has been shown in multiple studies to help with symptoms of

PMS. 131415161718 A multicentric non-interventional trial (open study without control) was
conducted to study the efficacy and tolerance of chasteberry extract in 1634 patients
suffering PMS.3 Four major symptoms of PMS were monitored, including depression,
anxiety, craving and hyperhydration. After a treatment period of three menstrual cycles,
93% of patients reported a decrease in the number of symptoms or even cessation of PMS
complaints. Symptoms were still present after 3 months of therapy but were generally less
severe than before treatment. A combination of chasteberry and St. John’s wort
(Hypericum perforatum) was found in a double-blind, randomized, placebo-controlled
parallel trial to be superior to placebo for total PMS-like scores including anxiety.*?

Premenstrual Mood Dysphoric Disorder is commonly treated with a selective serotonin
reuptake inhibitor (SSRI). When compared to SSRIs, chasteberry showed no difference in
efficacy regarding physical symptoms of PMS and PMDD.2° An additional study found that
physical symptoms were relieved more often in the chasteberry group but depression and
irritability was not affected.!

Vitamin Bs, pyroxidine, is also a popular treatment for PMS. When compared to Vitamin
Bs, chasteberry provided more symptom relief.??

Irregularities in Menstrual Cycle

Chasteberry has been used to impact menstrual irregularities including dysmenorrhea,
secondary amenorrhea, metrorrhagia, oligomenorrhea, and polymenorrhea.?>?* Chronic
stress can affect the hypothalamus-pituitary axis, which affects prolactin levels.?>2® By
lowering the prolactin levels, chasteberry may help normalize luteal-phase length and
progesterone levels.?

Fertility disorders
Chasteberry offers support in treating female infertility by promoting more consistent
progesterone production. Several clinical studies have reported beneficial results with
using chasteberry in treating women with infertility associated with corpus luteum
deficiency.?’

Insufficient lactation

Chasteberry has been used traditionally to promote lactation in the first ten days after
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birth. When looked at it studies, chasteberry has been shown to be effective in 80% of
women when used in lower dosages.!?%8

Acne
Looking at patients with different forms of acne, topical application of at 0.2% dried
extract of chasteberry with a topical disinfectant resulted in a complete clearance in 70% of
patients.?® The highest resolution was seen in patients with acne vulgaris, follicularis, and
excoriated acne.

Osteoprotection
An animal study, in vivo, found osteoprotective effects in male rats.3°

Parkinson’s Disease

A positive impact on dopaminergic activity lends chasteberry a consideration for conditions
such as Parkinson’s disease but research currently exist to support this use.

Cytotoxicity

In multiple studies, chasteberry extract increased intracellular stress and mitochondrial
damage leading to apoptosis in human cancer cell lines.31,32:33:34

Dose:
General

e 200-400mg every morning, preferably on an empty stomach, either 1 hour before or 2 hours
after breakfast, standardized to contain at least 0.5% agnuside and 0.6% aucubin

e 4mg daily standardized to 6% agnuside

e Liquid extract (1:2): 1-2.5 ml in the morning

e Dried fruit: 1.5-3g in the morning

Hyperprolactinemia

e Higher doses, 204-480mg, were found to decrease secretion of prolactin'?
e Doses lower than 200mg were found to increase secretion of prolactin!?

Breast discomfort (Mastalgia)
e Mastodynon* 60 drops daily or one tablet daily*

Premenstrual Syndrome (from studies)
e Ze440 extract** (Premular) 20mg daily??
e Femicur*** 40mg daily!®
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Irregularities in Menstrual Cycle
e 20mg daily

Infertility Disorders
e Mastodynon* 30 drops twice daily

Insufficient Lactation
e 120mg per day*?

*Mastodynon is a homeopathic preparation that is chasteberry 53% v/v ethanol.

**Ze440 is a Vitex agnus castus extract that comes as a 20mg tablet standardized for casticin and
agnuside.

***Femicur contains 1.6-3.0mg of dried chasteberry extract per capsule.
Standardization:

There are various products with different dosages and standardizations to choose from. When
choosing a dietary supplement, select those from reputable manufacturers.

Cautions & Side Effects:

Chasteberry has been reported to be safe in recommended doses.

Do not use in pregnancy. Laboratory studies report emmenagogue and uterine stimulant activity.
Symptoms that may indicate acute toxicity include:

e Gastrointestinal upset
e Headache

e Diarrhea

e Nausea

e Itching and urticaria
e Rash

e Acne

¢ Insomnia

e Weight gain

* Irregular menstrual bleeding

Medication Interactions
Medications with decreased effects while taking chasteberry include:
e Antipsychotic drugs
e Contraceptive drugs
e Dopamine agonists
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e Estrogens
e Metoclopramide

Patients with the following disease states or conditions should not use chasteberry:

Hormone sensitive cancers/conditions
In-vitro fertilization®

Pregnancy

Schizophrenia/psychotic disorders

References:

General Comments

1.

Loch EG, Selle H, Boblitz N. Treatment of premenstrual syndrome with a
phytopharmaceutical formulation containing Vitex agnus castus. J Womens Health Gend
Based Med 2000;9(3):315-320.

Propping D. Vitex agnus-castus: treatment of gynecological syndromes. [in German].
Therapeutikon 1991;5:581-585.

Hyperprolactinemia

3.

4.

10.

11.

12.

Berger D, Schaffner W, Schrader E, et al. Efficacy of Vitex agnus castus L. extract Ze 440 in
patients with pre- menstrual syndrome (PMS). Arch Gynecol Obstet 2000;264(3):150-153.
Halaska M, Raus K, Beles P, et al. [Treatment of cyclical mastodynia using an extract of
Vitex agnus castus: results of a double-blind comparison with a placebo]. Ceska Gynekol
1998;63(5):388-392.

Jarry H, Leonhardt S, Gorkow C, et al. In vitro prolactin but not LH and FSH release is
inhibited by compounds in extracts of Agnus castus: direct evidence for a dopaminergic
principle by the dopamine receptor assay. Exp Clin Endocrinol 1994;102(6):448-454.
Meier B, Hoberg E. Agni-casti fructus: an overview of new findings in phytochemistry,
pharmacology and biological activity. Zeitschr Phytother 20.3 (1999): 140-158.

Meier, B et al. "Pharmacological activities of Vitex agnus-castus extracts in vitro."
Phytomedicine 7.5 (2000): 373-381.

Milewicz, A et al. "[Vitex agnus castus extract in the treatment of luteal phase defects due
to latent hyperprolactinemia. Results of a randomized placebo-controlled double-blind
study]." Arzneimittel-forschung 43.7 (1993): 752-756.

Sliutz, G et al. "Agnus castus extracts inhibit prolactin secretion of rat pituitary cells."
Hormone and metabolic research= Hormon-und Stoffwechselforschung= Hormones et
metabolisme 25.5 (1993): 253-255.

Wuttke W, Jarry H, Christoffel V, et al. Chaste tree (Vitex agnus-castus)--pharmacology and
clinical indications. Phytomedicine 2003;10(4):348-357.

Jarry, Hubertus et al. "In vitro assays for bioactivity-guided isolation of endocrine active
compounds in Vitex agnus-castus." Maturitas 55 (2006): S26-S36.

Merz PG, Gorkow C, Schrodter A, et al. The effects of a special Agnus castus extract
(BP1095E1) on prolactin secretion in healthy male subjects. Exp Clin Endocrinol Diabetes

PHONE: (513) 366-2100  FAX:(513) 351-3800 = WEB: www.hippevo.com



1996;104(6):447-453.

Breast discomfort (Mastalgia)

4.

10.

Halaska M, Raus K, Beles P, et al. [Treatment of cyclical mastodynia using an extract of
Vitex agnus castus: results of a double-blind comparison with a placebo]. Ceska Gynekol
1998;63(5):388-392.

Wuttke W, Jarry H, Christoffel V, et al. Chaste tree (Vitex agnus-castus)--pharmacology
and clinical indications. Phytomedicine 2003;10(4):348-357.

Premenstrual Syndrome

3.

13

14.

15.

16.

17.

18.

19.

20.

21

22.

Irregu

23

Berger D, Schaffner W, Schrader E, et al. Efficacy of Vitex agnus castus L. extract Ze 440 in
patients with pre- menstrual syndrome (PMS). Arch Gynecol Obstet 2000;264(3):150-153.

. Peters-Welte C, Albrecht M. [Menstrual abnormalities and PMS. Vitex agnus-castus in a
study of application]. Therapiewoche Gynakologie 1994;7(1):49-52.

Jarry H, Spengler B, Porzel A, et al. Evidence for Estrogen Receptor beta-Selective Activity
of Vitex agnus-castus and Isolated Flavones. Planta Med 2003;69(10):945-947.

Dugoua lJ, Seely D, Perri D, Koren G, Mills E. Safety and efficacy of chastetree (Vitex agnus-
castus) during pregnancy and lactation. Can J Clin Pharmacol. 2008 Winter;15(1):e74-9.
Epub 2008 Jan 18. Review.

Dittmar FW. Premenstrual syndrome: treatment with a phytopharmaceutical [in German].
TW Gynakologie 1992;5(1):60-68.

van Die MD, Bone KM, Burger HG, Reece JE, Teede HJ. Effects of a combination of
Hypericum perforatum and Vitex agnus-castus on PMS-like symptoms in late-
perimenopausal women: findings from a subpopulation analysis. J Altern Complement
Med. 2009 Sep;15(9):1045-8.

Dante, Giulia, and Fabio Facchinetti. "Herbal treatments for alleviating premenstrual
symptoms: a systematic review." Journal of Psychosomatic Obstetrics & Gynecology 32.1
(2011): 42-51.

Schellenberg R. Treatment for the premenstrual syndrome with agnus castus fruit extract:
prospective, randomised, placebo controlled study. BMJ 2001;322(7279):134-137.
Prilepskaya VN, Ledina AV, Tagiyeva AV, Revazova FS. Vitex agnus castus: Successful
treatment of moderate to severe premenstrual syndrome. Maturitas. 2006;55 Suppl 1:S55-
63.

. Atmaca M, Kumru S, Tezcan E. Fluoxetine versus Vitex agnus castus extract in the
treatment of premenstrual dysphoric disorder. Hum Psychopharmacol 2003;18(3):191-195.
Lauritzen C, Reuter HD, Repges R, et al. Treatment of premenstrual tension syndrome with
Vitex angus castus: Controlled, double-blind study versus pyridoxine. Phytomedicine
1997;4(3):183-189.

larities in Menstrual Cycle

.He Z, Chen R, Zhou Y, Geng L, Zhang Z, Chen S, Yao Y, Lu J, Lin S. Treatment for
premenstrual syndrome with Vitex agnus castus: A prospective, randomized, multi-center

PHONE: (513) 366-2100  FAX:(513) 351-3800 = WEB: www.hippevo.com



placebo controlled study in China. Maturitas. 2009 May 20;63(1):99-103.

24. Doll M. [The premenstrual syndrome: effectiveness of Vitex agnus castus] Med Monatsschr

Pharm. 2009 May;32(5):186-91.
25. Simon, Mills, and Bone Kerry. "Principles and practice of phytotherapy." Philadelphia,
Churchill Livingstone (2000).
26. Trickey, Ruth. "Women, hormones & the menstrual cycle." AUSTRALIAN JOURNAL OF
MEDICAL HERBALISM 10 (1998): 36-36.
8. Milewicz, A et al. "[Vitex agnus castus extract in the treatment of luteal phase defects
due to latent hyperprolactinemia. Results of a randomized placebo-controlled
double-blind study]." Arzneimittel-forschung 43.7 (1993): 752-756.

Fertility disorders

27. Gerhard, | et al. "Mastodynon (R) for female infertility. Randomized, placebo-controlled
clinical double-blind study." Forschende Komplementarmedizin 5.6 (1998): 272-278.

Insufficient lactation

12. Merz PG, Gorkow C, Schrodter A, et al. The effects of a special Agnus castus extract
(BP1095E1) on prolactin secretion in healthy male subjects. Exp Clin Endocrinol Diabetes
1996;104(6):447-453.

28. Noack M. Dtsch Med Wochenschr (1943): 204. Available at: www.phytotherapies.org.

Acne

29. Amann, W. "Acne vulgaris and Agnus castus (Agnolyt)." Zeitschrift fiir Allgemeinmedizin
51.35(1975): 1645.

Osteoprotection
30. Sehmisch, S et al. "Vitex agnus castus as prophylaxis for osteopenia after orchidectomy in
rats compared with estradiol and testosterone supplementation." Phytotherapy Research

23.6 (2009): 851-858.

Cytotoxicity

31. Imai, Masahiko et al. "Cytotoxic effects of flavonoids against a human colon cancer derived
cell line, COLO 201: a potential natural anti-cancer substance." Cancer letters 276.1 (2009):

74-80.

32. Ohyama, Kunio et al. "Cytotoxicity and apoptotic inducibility of Vitex agnus-castus fruit
extract in cultured human normal and cancer cells and effect on growth." Biological and
Pharmaceutical Bulletin 26.1 (2003): 10-18.

33. Ohyama, Kunio et al. "Human gastric signet ring carcinoma (KATO-III) cell apoptosis
induced by Vitex agnus-castus fruit extract through intracellular oxidative stress." The
international journal of biochemistry & cell biology 37.7 (2005): 1496-1510.

PHONE: (513) 366-2100  FAX:(513) 351-3800 = WEB: www.hippevo.com



34. Weisskopf, M et al. "A Vitex agnus-castus extract inhibits cell growth and induces apoptosis
in prostate epithelial cell lines." Planta medica 71.10 (2005): 910-916.

Dosage

12. Merz PG, Gorkow C, Schrodter A, et al. The effects of a special Agnus castus extract
(BP1095E1) on prolactin secretion in healthy male subjects. Exp Clin Endocrinol Diabetes
1996;104(6):447-453.

4. Halaska M, Raus K, Beles P, et al. [Treatment of cyclical mastodynia using an extract of
Vitex agnus castus: results of a double-blind comparison with a placebo]. Ceska Gynekol
1998;63(5):388-392.

19. Schellenberg R. Treatment for the premenstrual syndrome with agnus castus fruit
extract: prospective, randomised, placebo controlled study. BMJ 2001;322(7279):134-137.

16. Dittmar FW. Premenstrual syndrome: treatment with a phytopharmaceutical [in
German]. TW Gynakologie 1992;5(1):60-68.

35. (Cahill DJ, Fox R, Wardle PG, et al. Multiple follicular development associated with herbal

medicine. Hum Reprod 1994;9:1469-70.

PHONE: (513) 366-2100  FAX:(513) 351-3800 = WEB: www.hippevo.com



