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A large number of breast cancer patients simultaneously suffers from climacteric complaints
due to hormone deficiencies. Primary and adjuvant tumor therapies can even worsen these
complaints — in particular vasomotor symptoms. Even postmenopausal patients without acute
climacteric symptomatology can suffer from recurring complaints [1]. Hormone replacement
therapy is not safe for estrogen receptor-positive tumors [2, 3]. Since experimental and
clinical studies did not reveal any estrogenic effects for the two gynecologic herbal
preparations Remifemin® and Remifemin® plus, which contain an isopropanolic Cimicifuga
extract, they are not contra-indicated in patients who had estrogen-dependent tumors [4-7].
The system for spontaneous reports of adverse drug events also does not indicate any
promotion of recurrences in breast cancer patients. The subject investigation contributes
further human data.

The study population of this comparative database-based cohort study with a moved back
baseline consisted of breast cancer patients (including those with hormone receptor-positive
tumors) in the anamnesis who had been treated between 1992 and 2003 in medical offices
connected to the IMS® 'Disease Analyzer' - mediplus® - database [8]. Data from 1,151
medical clinics were analyzed (1,278 patients of general physicians, practitioners, and
internists and 233 gynecologists). The total number of breast cancer patients was 47,795
including suspected diagnosis. Cases with primarily metastasizing tumor, unconfirmed
suspected diagnosis, other primary tumors prior to breast cancer, administration of other
Cimicifuga preparations or an observation period of less than 6 months were excluded from
the analysis. The target criterion was the tumor-free survival time after the breast cancer
diagnosis. Recurrences were recorded in the database by means of ICD-codes, specific
therapeutic measures or free text entries. The primary influence variable was the treatment
with Remifemin® / Remifemin® plus after diagnosis and/or primary therapy of a breast cancer.
This was a non-inferiority study. A significance level of 0.05 and an equivalence range of +/-
25 % was used. With a hazard ratio as target parameter, this corresponds to a range of 0.8
to 1.25 (Ho: RR > 1.25). The statistical evaluation occurred with Kaplan-Meier-estimates and
by means of a survival time analysis in the Proportional Hazards model. As relevant co-
variables, the following was considered: age at diagnosis, Tamoxifen-therapy, number of the
database-entries per annum, year of diagnosis, application of further natural treatments.
18,861 breast cancer patients were included in the analysis. Of these, 1,102 patients were
assigned to the Remifemin® / Remifemin® plus-group and 17,759 to the control group. The
mean age at diagnosis was 61.4 years. The mean observation period between diagnosis
and last database entry was 3.6 years, for Remifemin®/Remifemin® plus-users on average
4.6 years. On the whole, there was a high data consistency. There were no indications of a
lacking validity or representativity of the '‘Disease Analyzer' database regarding the questions
to be analyzed. The hypothesis of a relevant increase of the risk of recurrences under / after
Remifemin® / Remifemin® plus treatment in comparison with women not treated with these
preparations can be rejected.



Overall and in all age classes, the direct group comparison rather showed lower rates of
recurrences in Remifemin® / Remifemin® plus-patients. While 14 % of the women in the
control group had developed a recurrence already two years after first diagnosis, this rate of
recurrences was reached in the Remifemin® / Remifemin® plus-group only after 6.5 years
(fig. 1).

The effect on the rate of recurrences, indicated as Hazard Rate Ratio, was 0.83 (95 %
confidence interval 0.69 - 0.99).

In comparison to the control group, there was a 17 % smaller risk for a recurrence under
Remifemin® / Remifemin® plus. This effect was consistent in all subgroup analyses. This
analysis therefore also supports the drug safety of of Remifemin® / Remifemin® plus in breast
cancer patients. By using the mediplus® - database, previously unavailable case numbers
and post observation periods could be implemented.
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Fig. 1: Recurrence-free survival (days) in the Remifemin-group and the control (no
Remifemin) group
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