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Hormonal replacement therapy as a breast cancer risk factor

Hormonalna terapia zastgpcza jako czynnik ryzyka raka piersi

Breast cancer risk factors can be divided into two groups: the ones on which a woman has little
or no influence (age, family and genetic, hormonal factors) and those which can be modified or
eliminated in breast cancer prevention. This is the kind of health behaviour connected with lifestyle,
where the decision of choosing pro- or anti-health behaviour is made by a woman herself. One
example of such behaviour influencing the risk of breast cancer can be using a hormonal replacement
therapy (HRT).

Before the publication of the results of the Women’s Health Initiative survey, specialists had
been unanimous that the benefits of using HRT dominate over the side effects [17]. The results of the
above survey pointed to an increased risk incidence in the fifth year of therapy. Cancer much more
frequently occurred in women who used HRT before [18]. The above survey, as well as other sources,
confirm the increase of risk after 5 years of applying the therapy. It also rises together with age and
when the time of using HRT is prolonged [2, 4, 5, 7, 9, 15]. In the light of recent findings, it seems
that the risk of cancer associated with the combined (estrogen and progesterone) therapy is higher
than in the case of using only estrogen therapy [4]. This is confirmed by a report by Schairer et al.
which included women using HRT in the period of 4 years before acquiring cancer. It was estimated
that the constant rise of cancer development risk in the group using combined therapy after 10 years
increased by 80%, and after 20 years — by 160% [15]. Similar conclusions can be drawn from the
study by Rosset al. [14], or the Million Women Study published in 2003 [12]. The findings of these
authors, as well as the above mentioned WHI surveys point to a 10% increase of breast cancer risk
after 5 years of applying the estrogen therapy and up to 30% in the case of the combined therapy [8].
A meta-analysis carried out by The Group for Hormonal Factors in Breast Cancer demonstrated that
the risk of developing cancer in the case of the combined therapy was higher by 53%, while under
the influence of the estrogen-only therapy the risk rose by 34%. This rate decreases, however, after
stopping the treatment, and after another 5 years it is practically none [6].

Although the research shows a higher incidence of breast cancer in women using HRT, the
therapy does not seem to have influence on the mortality rate in this group as compared to the general
population of breast cancer patients. The positive influence of applying HRT on the survival rate may
stem from the fact that in the case of women receiving hormonal replacement therapy, the cancer is
usually less malignant and less clinically advanced. The mortality rate is lower [1, 6, 7, 9, 11] since
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using HRT requires “regular medical checkups and a yearly evaluation of the condition of mammary
glands ...” — these are recommendations of the Polish Gynaecological Association with regard to the
application of Hormonal Replacement Therapy [13].

MATERIAL AND METHODS

The aim of the study was to establish a correlation between the incidence of breast cancer and
the use of hormonal replacement therapy received before. The survey included 566 women, with a
distinction between healthy women and women with breast cancer (354 and 212, respectively). The
healthy women were chosen by means of the sampling method, while the women with cancer were
patients after mastectomy staying at four Lublin hospitals. The 1* group of the surveyed denotes the
healthy women while the 2™ — the women after mastectomy. The method of a diagnostic survey was
applied, with the use of a questionnaire. The collected material underwent a statistical analysis in the
form of the y?test.

RESULTS

Hormonal replacement therapy is one of the methods used by women for alleviating the
symptoms of menopause. The question about how the of the women dealt with the symptoms of
this condition was answered in the following way: more than half of the women in the studied
groups claimed not to apply any methods (62.1%, 66.2%). The use of HRT was declared by 23.4% of
healthy women and 20.4% of women with cancer (Table 1).

Table 1. Ways of alleviating menopause symptoms

.. Healthy (1*) With cancer (2™)
Alleviating symptoms
N % N %

Using HRT 24 23.4 32 20.4
Fjsmg non.—h,ormonal medications bought 6 58 10 6.4
in a chemist’s shop

Healthy lifestyle 9 8.7 11 7.0
1 did not use any methods 64 62.1 104 66.2

Hormonal replacement therapy used continuously can become a risk factor for breast cancer
[Figs. 1-2]. The method turned out to be the factor creating a statistical difference between the
surveyed groups of women. The women with cancer indeed used this method of alleviating symptoms
of menopause more often (p<0.01).
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Fig. 1. The use of HRT by healthy women
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Fig. 2. The use of HRT by women with cancer
The statistical significance among the two groups [x> = 11.91 (¥*) p<0.01]

A highly significant correspondence was found between the age of the surveyed and the use of
hormonal therapy both in the 1* and the 2™ groups of women (p<0.001). The table below demonstrates
that the number of women who used HRT in order to mitigate their menopause symptoms increases
with age (Table 2).

Table 2. The use of HRT versus the age of the respondents

Healthy (1%) With cancer (2%)
The use of HRT Age Age
3544 % |45-54| % [>=55| % [35-44| % |45-54| % |>=55| %

Did not use 195 | 985 | 99 | 943 36 | 706 | 30 | 96.8 | 71 947 | 79 | 745
Up to 5 years 1 0.5 1 0.9 6 11.8 1 3.2 1 1.3 14 13.2
Above 5 years 2 1.0 5 4.8 9 17.6 0 0 3 4.0 13 12.3
Total 198 | 100 | 105 | 100 1 100 31 100 75 100 | 106 | 100
Significance = 52.14 (***) p< 0.001 ¥ = 18.52 (***) p< 0.001

In the 1% group of the surveyed, the oldest women (>=55) most often confirmed the use of HRT
for a period longer than 5 years (17.6%). The situation was similar in the group of women with
cancer; however, the percentage was slightly lower, i.e. 12.3%. A weak statistical diversity was found
among women with cancer with regard to the occurrence of breast/ovary cancer in the family in the
period of using hormonal replacement therapy (p<0.05). Women after mastectomy with the risk of
breast cancer in the family used HRT for a longer period of time (15.1%) than women without such
arisk (5%) (Table 3).

Table 3. The use of HRT versus the incidence of breast/ovary cancer in the family

The use of HRT Healthy (1) With cancer (2)

Cancer in the family Cancer in the family

occurred % |did not occur| % occurred % did not occur| %

Did not use 34 89.5 296 93.7 41 77.4 139 87.4
Up to 5 years 1 2.6 7 2.2 4 7.5 12 7.6
Above 5 years 3 7.9 13 4.1 8 15.1 8 5.0
Total 38 100 316 100 53 100 159 100
Significance ¥ =1.16 (-) p>0.05 ¥ =5.80 (*) p<0.05

In the case of healthy women, no significant correlations between the surveyed features was
found (p>0.05).
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DISCUSSION

Apart from the undoubtedly high benefits of using a hormonal replacement therapy, some
unfavourable effects may also occur in the form of a higher risk of developing breast cancer, despite
the positive attitudes of women towards applying the therapy. Thus, one of the factors determining a
negative decision in terms of using this type of therapy is the fear of acquiring breast cancer [4, 10].

In the authors’ own study, women after mastectomy used HRT for the period of 5 years or
longer more often than the healthy women. The WHI survey results [18] point to an increased risk
of acquiring cancer in the fifth year of hormonal therapy. In the authors’ survey the type of applied
therapy was not taken into consideration; however, the rise of risk connected with using the therapy
for more than 5 years was also reported by Schairer et al. [15], Ross et al. [14], or Weiss et al. [19].

Moreover, a family history of breast cancer was related to the applied therapy significantly
more often for a period longer than 5 years. Sellers et al. [16], in turn, pointed out that using HRT by
women with a family history of cancer was not significantly connected with the rise of breast cancer
incidence as well as with a decline of mortality rate.

In the survey carried out by Zotierczuk-Kieliszek and Pacian [21] concerning approaches of
healthy women to HRT, this method of alleviating menopause symptoms was applied by 30.7%
women, while in the authors’ own study — by 23.4% women.

The statistical analysis of the survey confirmed the existence of a highly significant
correspondence as far as the influence of age on the use of HRT is concerned. Women aged above 55
chose this method more often. The findings of Batanda and Gozdek [3] were similar, i.e. the group of
women using HRT aged 51-60 was more numerous than the group of younger women (14.8% and
10.9%, respectively).

Zgliczynski and Wiktorowicz-Dudek [20] point out to a small number of women using HRT
in Poland (as compared to Sweden or the US). Yet, their findings present a nearly 3 factor increase
(from 2.5% to 7.2%) of women using this method in the years 1994-1999, which is connected with
the informative actions of the Polish Menopause and Andropause Society.

CONCLUSIONS

1. The use of hormonal replacement therapy turned out to be a breast cancer risk factor in the
researched group — women who developed cancer significantly more often applied the method for
more than 5 years as compared to healthy women

2. Using HRT for more than 5 years was considerably more often associated with a family
history of breast cancer.

3. A variable significantly influencing the use of hormonal therapy turned out to be age. In the
surveyed population, the percentage of women using HRT rises together with age.
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SUMMARY

The aim of the study was to establish a correlation between the incidence of breast cancer and the
use of hormonal replacement therapy. The survey included 566 women, with a distinction between
healthy women and women with breast cancer (354 and 212, respectively). The healthy women
were chosen by means of the sampling method, while the women with cancer were patients after
mastectomy staying at four Lublin hospitals. The method of diagnostic survey was applied, with the
use of a questionnaire. The collected material underwent the statistical analysis in the form of the
¥’ test. The results of the survey show that the use of hormonal replacement therapy for the period
exceeding 5 years in the studied groups was statistically more frequent in the case of women after
mastectomy with an elevated risk of breast cancer in the family. The percentage of women using this
method of alleviating menopause symptoms increases together with age.

STRESZCZENIE

Celem pracy bylo ustalenie korelacji migdzy zachorowaniem na raka piersi a stosowaniem
w przesztoSci hormonalnej terapii zastgpczej. Badaniami objgto 566 kobiet z uwzglednieniem
podziatu na kobiety zdrowe i chore na raka piersi (354 kobiet zdrowych i1 212 chorych). Osoby zdrowe
wybrano z ogdlnej populacji w sposob losowy, natomiast po mastektomii — byly pacjentkami czterech
lubelskich szpitali. Zastosowana metoda badawcza byt sondaz diagnostyczny, z wykorzystaniem
techniki ankiety. Zebrany materiat poddano analizie statystycznej przy zastosowaniu testu y2. Wyniki
badan pokazuja, iz stosowanie hormonalnej terapii zastgpczej powyzej pigeiu lat w badanych
grupach dotyczylo statystycznie czgéciej kobiet po mastektomii, dodatkowo obciazonych ryzykiem
rodzinnego wystgpowania nowotworow piersi. Wraz z wiekiem wzrasta odsetek kobiet stosujacych
ten sposob tagodzenia objawdéw menopauzy.
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