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For centuries, extracts from the rootstock of
Cimicifuga racemosa have been used in different
dosages for treating various complaints. The
tradlitional application range comprised rheumatic and
neurological, but already gynecological disordersas
well. Originally coming from North America, this
plant waswidely used by American Indiansand white
Settlers.

At the end of the 19" and the beginning of the 20"
century only afew pharmacological investigations
had been carried out, but in the middle of the 20"
century, especialy in Germany, clinical investigation
experience, at first mainly asempirical reports, was
published. Severd cliniciansreported onthelr positive
experience with approximately 1,000 patients who
suffered from gynecological disorders. These
comprised for instancejuvenile menstrua disorders,
pregnancy complaints, premenstrual syndrome,
dysmenorrhea, bleeding disorders in the broader
sense and in principle mainly climacteric,
neurovegetative (hot flushes and sweating) and
psychic symptoms (Foldes, 1959; Schotten, 1958;
Stefan, 1959; Stiehler, 1959; Briicker, 1960; Heizer,
1960; Starfinger, 1960; Gorlich, 1962; Schildge,
1964).

In the 1980s, more studies followed that were
designed and performed on amodern scientific basis
asobservational cohort studies (Stolze, 1982), non-
controlled (Daiber, 1983; Vorberg, 1984) and
controlled studiesversusreference therapiessuch as
psychopharmaceutical s and oestrogens (Warnecke,
1985; Lehmann-Willenbrock and Riedel, 1988) as
well asversus placebo (Stoll, 1987) giving evidence
for the efficacy of standardized extractsfor climacteric
symptoms (review: Boblitz et al., 2000). A recent
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GCP-compliant, randomized and controlled study
indicates equivalence of a dosage of 40 mg drug
versus approx. 130 mg drug (Liske et al., 2000),
showing clinically relevant effects already after a
therapy phase of 2 - 4 weeks.

In summary, currently clinical data of empirical
reports and open, randomized and controlled studies
in approximately 2,600 patients treated with
Cimicifuga racemosa rootstock are available. Both
the efficacy for the treatment of climacteric
neurovegetative and psychic complaints as well as
good tolerability at the sametime could be shown by
means of commonly applied and validated scales
(Kupperman Menopause Index, Hamilton Anxiety
Scale, Self Depression Scale, Clinical Global
Impression). Thisis, for example, confirmed by the
positive monograph of the German Health Authorities
of 1989; further international monographs, especialy
ESCOPandWHO, arein preparation. Formally, the
evidencetypefor Black Cohosh correspondsto L evel
Ib, i.e. “Evidence obtained from at least one
randomized controlled trial”.

Further clinical studies are currently in progress.
Additionally, the pharmacological research is of
considerable interest, especially with regard to the
mode of action, which can be of important clinical
relevance.

Whileinthebeginning an “ oestrogen-like” effect was
assumed (binding to the oestrogen-receptor, which
was still known in an undifferentiated way at that
time, vaginal-cytologic effects in the sense of an
oestrogeni c effect, proved efficacy comparabl eto that
of oestrogen), preclinical and clinical dataof thelast
10 years have shown results deviating therefrom. In
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clinical studies no changes of the endometrial
thickness in the sense of oestrogenic effects
(Nesselhut and Liske, 1999) and no changes of
oestrogen-sensitive hormones and vaginal-cytologic
parameters (Nesselhut and Liske, 1999; Liskeet al.,
2000) became evident. Preclinically, the majority of
the investigations with oestrogen-receptor positive
breast cancer cells show no stimulation of
proliferation by Cimicifuga racemosa extracts
(Nesselhut, 1993; Freudenstein and Bodinet, 1999;
Dixon-Shanies and Shaik, 1999; Zava, 1998), with
only one contrary observation (L6hning et a., 1998).
Furthermore, in-vivo investigations with a rat-
DMBA-breast cancer model did not reveal any tumor
proliferating properties in the sense of oestrogen-
agonigtic effectsfor aBlack Cohosh rootstock extract
(Freudenstein et al., 2000), thus confirming the in
vitro data. Recent investigations additionally showed
oestrogen-agonistic effects on amol ecular-biol ogical
level on bone, liver and aortal tissue and no effects
on the uterus (Wuttke et al., 2000 a+b). The present
concept regarding the mode of action of Cimicifuga
racemosa is that of Selective Estrogen Receptor
Modulation (SERM), i.e. simultaneous oestrogen-
agonistic as well as non-oestrogen or oestrogen-
antagonistic effects, depending on the corresponding
target tissue. This phenomenon could be explained
by the existence of at |east two oestrogen receptors
(a- and b-ER) with different tissue-dependent
distribution patterns. In this context many herbal
substances have asignificantly increased affinity to
the b-receptor (Kuiper et a., 1998). Thisconcept is
important and fascinating because of the possible but
not yet evaluated clinical relevance of possible
favourable effects on bone metabolism and
cardiovascular system and at the same time the
absence of undesired oestrogenic effectson sensitive
critical organs.

In summary, extracts from the rootstock of Black
Cohosh have proved efficacy and tolerability in the
treatment of climacteric symptoms and are well
established as an aternative for hormonal therapy.
In connection with the mode of action, further
favourable effects/extension of the indications are
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currently being researched and appear encouraging
for thefuture.
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