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In the lastfew years, lwmwne replacm1ent therapy (HRT) lws become widely used eve,ywhere in the world. 
Apart .fimn favourable effects of HRT, .rnch as a significant decrease in the psycho-physical 111e11opause­

related dif/iculties, lower 111ortality due to cardiovascular diseases and lower incidence C!( osteoporosis, 

some lfll<'Stions related to possihle association between the use o
f 
this therapy and the rise, recurrence mul 

progression of' cancer have not heen rl'solved yet. According to the mqjoritv c!f'studies puh/ished so far, HRT 

is 1101 associared with an increased risk c!l the onset, recurrence and progression o/ cancer. Moreover, some 

.findings even indicate the possihility that HRT might exert a protective e_ffect against the rise, recurrence 

and progression 1<f' cancer. 
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Introduction 

In the 60's, the use of hormone replacement thera­

PY was found to have increased considerably. How­

ever, in the 70's, this treatment again became less 

popular, when it was established thal the use of 

exogenous estrogens was associated with 3-4 times 

higher risk of endometrial carcinoma. Later on it 

was found that no such risk was present when exog­

enous estrogens were combined with progestagens. 

In view of these new findings. the use of HRT is 

such a combined form underwent another increase 

in the 80's. Copious (also conlroversial) informa­

tion provided by reccnl studies pointcd out thal 

possible correlalion belwcen HRT and the onsel 

and progression of cancer should be sludied in de­

tail. Therefore, to our knowledgc, the first intcrna­

tional seminar dedicated to this pressing issue was 

organized in 1()()5 in Budapesl. 1 

Our report deals with the cffectivcncss of HRT 
and lhe rindings on ils prcsumed influence on the 
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recurrence and progrcssion of cancer. The critical 

review has been completed with a preliminary rc­

port of our own findings, as well as with thc !atest 

recommendations related to the use of exogenous 

sex hormoncs. 

The influence of HRT on the recurrence and 

dissemination of cancer 

In womcn lreated for cancer, HRT in menopause is 

associated with two hormone-dependent entities 

which are important in oncology, i.e. the influence 

of prcgnancy on the recurrcnce and progression of 

cancer, and the inlluence of oral contraceptives on 

cancer occurrence. In bolh instam.:es, lhe concentra­

tions of sex hormones in the blood of affccted wo­

rnen exceed normal values (averagc cut-off valucs). 

It had long been believed thal both situations cn­
tailed a particular danger: thus, pregnancy in wo­

rnen treatcd for cancer could accelerate an onset of 

recurrence and progression while oral contraceptive 

use wcre associated with a greater probability of 

cancer occurrence, partieularly that of the breast. 

However, many studies publishcd so far have dis­

carded lhese hypolheses.2
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Despite the scarce data. the influence of HRT has 

been most extensively studied in patients treated 

for breast cancer. It is an indisputable fact that 

breast cancer is the most frequent cancer in fe­

males. Apart from that, it is also well known that 

early psycho-physical symptoms of menopause, 

such as depression, phobias and psychic instability, 

which ali may lead to severe disharmony in the 

patient's family and surroundings, as well as blush­

ing ancl night sweating, are frequcntly more appar­

ent in breast canccr patients than in those with other 

types of cancer.> It is bclieved that the more severe 

menopausal changes seen in patients who have un­

dergone surgery for breast cancer could be attribut­

able to the loss of this psychologically important 

ancl typically female external organ. We presume 

that thesc patients had more frequendy psyhyatrical 

treatment than others. 

Considering the fact that elsewhere also HRT

was indicated only in patients with severe climac­

teric prohlems, mostly owing to the suspected risk 

for cancer progress. The scientific evidence collect­

ecl so far is relatively scarce. None or the retrospec­

tive studies published has been able to associate an 

increased risk of cancer recurrence or progression 

with the use of HRT.• Moreover, in thc most recent 

report by Eden et al. published in 19%, it has been 

suggested that HRT might even exert a protective 

effect in this respect.5

Some epidemiological data indicate that despite 

- the risk associated with a greater number of

menstrual cycles and the related events, 

- laboratory evidence on the inlluence of estro­

gens on the accelerated growth of mammary cells, 

and 

- clinical elTectiveness of tamoxifen (a selective

estrogen antagonist) in patients with metastatic 

breast cancer, 

The following facts should not be ignored: 

not ali postmenopausal breast cancer patients 

have a better prognosis than premenopausal ones, 

- after completed chemotherapy. the prognosis

of premenopausal breast caneer patients with regu­

lar menstrual cycles is not worse than that of those 

without reslored ovarian function; 

- after two months of tamoxil'en therapy, pre­

menopausal patients present with elevated serum 

estradiol levels; 

- among premenopausal breast cancer patients

OC users do not survive worse than non-users of 

oral contraceptives. 

It has been established that some stromal. fatty 

and carcinoma cells of the breast have the potential 

of synthesising estrogens locally from androgens, a 

pre-stage of estrogens. We presume that the leve! 

of local estrogens in the breast is independent of 

serum estrogens. The very local values of estrogens 

seem to be most relevant for the onset and metasta­

sizing of breast cancer. It is also believed that tamo­

xifen reduces the levels of estrogens in the breast 

and metastatically changed cells, mainly through 

the competitive binding to estrogen receptors. Ta­

moxifen reduces celi proliferation. Given in low 

doses, it excrts a cytotostatic elTect (increased G 1 

phase of the celi cycle resulting in a prolongation of 

celi division phase) while in high doses it is cyto­

toxic (arrest of G I phase and cessation of celi divi­

sion). We presume that the antiproliferative elTect 

of Tamoxifen is also expressed through growth fac­

tors or C protein kinase inhibition.2 Besides being

estrogen antagonist, Tamoxifen is also estrogen ag­

onist prevailingly active in the !iver, bones and 

endometrium. While Tamoxifen reduces the risk of 

the onset 01· thromboembolic conditions and oste­

oporosis, it does not alleviate menopausal vasomo­

toric disorders. Moreover. it has been found that in 

15-20 % of cases Tamoxifen might even worsen

these symptoms. The results 01· some studies have

shown that a long-term use of Tamoxifen may in­

crease by 3-5 times the risk of endometrial earcino­

ma.•

We stili cannol provide a conclusive answer to 

the question about the role of hormone receptors in 

breast cancer patients. Also, the treatment of pa­

tients with melastatic breast cancer hides many un­

resolved questions. The fact is that an equally long 

30 % remission of the disease can also be obtained 

by adding some estrogens and progesterones in post­

menopausal patients with positive estrogen recep­

tors.1 

The least known. but - according to some reports 

- perhaps very important is the effect of progester­

one on the breast."· 7 We suspect that the effect,

which is believed to play a protective role in the

rise of breast cancer, is very complex and depencl­

ent on severa! factors such as the type, dose and

duration of progestagen use. While a short lasling

progestagen use should exerl a cell-proliferative

ellect, a long-lasting or continuous use should re­

sult in antiestrogen, antimitotic and antiprolifera­

tive elTect. ➔ Most investigations are centred partic­

ularly on this. 
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So, let us conclude our report on hormone re­

placement therapy in patients treated for breast can­

cer with the statement madc by thc Breast Cancer 

Committee of the East Oncology Group: There are 

many facts which speak in favor of the belief that 

estrogen. therapy in breast cancer patients is safe. 

Thereforc. the tirne has come for a change! 1 

There are but fcw reports on the use of HRT in 

patients treated for other cancers. and therefore any 

critical conclusions in this respect would be prema­

ture. According to the scarce preliminary reports, 

HRT is not associated with an increased risk of 

cancer dissemination; moreover. some of the re­

ports even indicate a protective eilcct of HRT, 

which is rellected in a lower rale of progression and 

better survival results.' 

HRT in patients treated for cancer at the 
Institute of Oncology in Ljubljana. Preliminary 

results. 

In our patients treated for cancer, HRT was indicat­

ed only when menopausal problems were so severe 

that they were regarded as life threatening. 

A revision of the dala on patients treated for 

cancer at the Institute of Oncology. and receiving 

HRT was started in February 1996. Up to now. 

complete data have been collected for 25 patients. 

The average duration of HRT treatment was 38 

months (4-120). In 22 cases both hormones, i.e. 

estrogens and progesterones. were used in accord­

ance with the well known protectivc role of pro­

gestagens. In 21 patients, HRT (Cyclomenorrete, 

Trisequens, Trisequens f tablets) was applied in 

four week intervals. while the remaining patients 

received hormones (Gynodian depot injection and 

Dabroston tablets) in 6-8 week intervals or even 

less frequently. The uterus was surgically removed 

in 15 patients. Twenty-four patients were free of 

recurrence. Progression of the discasc was estab­

lished six months after HRT in one patient only: 

she had a highly malignant leiomyosarcoma of the 

uterus. With respect to the histologically verified 

highly malignant tumor, the progression was ex­

pected, and was therefore detected relatively early. 

when thc patient was stili asymptomatic. In this 

patients HRT was given in 6-8 week intervals. Af­

ter the diagnosis of recurrence, the patient was re­

operated. and has been wilhoul evidence of the 

disease 10 months since the primary lherapy. She 

was further maintained on HRT because of severe 

menopausal problems. 

Eight of 25 patients were treated for breast can­

cer. Two had metastases in the axillary lymph no­

des, 5/7 had negative hormone receptors while in 

two patients these were positive: one patient had 

estrogen- and the other one progesterone receptors. 

Ali those 8 patients received estrogen & progester­

one based HRT in the duration of 2 years on aver­

age. The mean delay from breast surgery to the start 

of HRT was 4 years, after a non-hormonal treat­

ment had failed and the menopausal problems got 

progressingly worse. 

Other patients who received HRT had been pre­

viously treated for cancer of the reproductive or­

gans. Hodgkin's disease. NH lymphoma or carcino­

mas of the thyroid and rectum. 

So far, none of the patients followed up for 4-120 

months has presented with progression. 

Conclusion and recommendations 

Recommendations for HRT in women at an increas­

ed risk of cancer, and in patients treated for cancer. 

1) In women who are believed to be at a higher

risk 01· cancer than the rest of normal female popu­

lation. HRT is indicated only in the presence 01· 

menopausal problems, and not as prevention of 

thromboembolic conditions or osteoporosis. 

2) In menopausal patients treated for cancer, HRT

is indicated only in the case of severe menopausal 

problems. 

3) In accordance with internationally accepted

guidelines, HRT with estrogen alone is indicated in 

patients who have undergone hysterectomy or had 

lheir uterine mucosis destroyed by radical irradia­

tion. In ali others estrogen & progesterone based 

HRT should be used. 

4) Prior to the administration of HRT, the patient

should undergo a gynecological check, clinical 

breast examination and mammography. Regular fol­

low up, including gynecological check and clinical 

examination of the breast, should be carried out 

every six months, while control mammographies 

should follow the routine set by the accepted guide­

lines for early detection of breast cancer. 

5) In order to get a more comprehensive over­

view of the state of the art regarding HRT, further 

studies are also required in Slovenia, which would 

hopefully yield results that could prove useful at a 

national as well as international leve!. 
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