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Prospective assessment of the endometrium in postmenopausal breast cancer patients treated with fulvestrant
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This prospective study assessed the endometrial effects of fulvestrant, a pure estrogen-receptor antagonist, in postmenopausal women with breast cancer. This singlecenter study enrolled postmenopausal patients who had an intact uterus at baseline with progressive metastatic breast cancer on tamoxifen followed by an oral aromatase inhibitor (AI). Fulvestrant (250 mg) was administered every 28 ± 3 days via IM injection. Transvaginal ultrasonography (TVUS) was performed at baseline and after 3 months of therapy. Primary and secondary endpoints were changes from baseline in double endometrial thickness (DET) and uterine volume (UV), respectively. No interventions were performed on any asymptomatic uterine abnormalities that were detected at baseline. In total, 32 women were enrolled. Five patients had no repeat TVUS because of early progression before 3 months, leaving 27 evaluable patients for final analysis. After 3 months therapy, mean DET had significantly decreased by 23.08% (P = 0.010). Mean UV also decreased by 10.88%, although this change was not significant (P = 0.119). After 3 months of therapy, none reported vaginal bleeding, there were no changes noted in most of the uterine pathologies present at baseline and no new uterine abnormalities were detected. We observed that 3 months of fulvestrant treatment resulted in a significant decrease in endometrial growth and a non-significant decrease in UV in postmenopausal women with metastatic breast cancer previously exposed to tamoxifen and AIs. Furthermore, no new uterine pathologies were detected, indicating that fulvestrant behaves as a pure antiestrogen at the uterine level.

Introduction

Since the time tamoxifen, a selective estrogen-receptor modulator has been shown to have an estrogen agonist effect on the uterus, the endometrial effects of anti-hormonal treatments for breast cancer have remained an issue of clinical concern. Tamoxifen administration is known to be associated with gynecological side effects such as endometrial hyperplasia, polyps and cancer [START_REF] Neven | Tamoxifen and the uterus and endometrium[END_REF][START_REF] Fornander | Effects of tamoxifen on the female genital tract[END_REF][START_REF] Kedar | Effects of tamoxifen on the uterus and ovaries of postmenopausal women in a randomised breast cancer prevention trial[END_REF][START_REF] Fisher | Tamoxifen for prevention of breast cancer. Report of the national surgical adjuvant breast and bowel project P-1 study[END_REF]. Although most of these changes are benign, the wide range of abnormalities induced by tamoxifen has led to a number of gynecological interventions in symptomatic women to exclude malignant disease. The third generation aromatase inhibitors (AIs) which are increasingly used as an alternative or as an additional treatment to tamoxifen [START_REF] Morales | Choosing between an aromatase inhibitor and tamoxifen in the adjuvant setting[END_REF][START_REF] Poole | The use of third-generation aromatase inhibitors and tamoxifen in the adjuvant treatment of postmenopausal patients with hormone-dependent breast cancer: evidence based review[END_REF][START_REF] Thuerlimann | Guidelines for the adjuvant treatment of postmenopausal women with endocrineresponsive breast cancer: past, present and future recommendations[END_REF] do not have an estrogenic effect on the uterus and may even reverse tamoxifen-associated endometrial pathologies as shown in several studies [START_REF] Morales | Third generation aromatase inhibitors may prevent endometrial growth and reverse tamoxifen-induced uterine changes in postmenopausal breast cancer patients[END_REF][START_REF] Garrone | Reversal of tamoxifen induced endometrial modifications by switching to letrozole in early breast cancer patients: a prospective TVUS study[END_REF][START_REF] Duffy | The ATAC ('Arimidex', Tamoxifen, Alone or in Combination) adjuvant breast cancer trial: first results of the endometrial sub-protocol following 2 years of treatment[END_REF][START_REF] Gerber | Anastrozole versus tamoxifen treatment in postmenopausal women with endocrineresponsive breast cancer and tamoxifen-induced endometrial pathology[END_REF][START_REF] Garuti | Prospective endometrial assessment of breast cancer patients treated with third generation aromatase inhibitors[END_REF][START_REF] Markovitch | Aromatase inhibitors reverse tamoxifen induced endometrial ultrasonographic changes in postmenopausal breast cancer patients[END_REF][START_REF] Bertelli | Endometrial status in the Intergroup Exemestane Study (IES) up to 2 years post-treatment[END_REF][START_REF] Kieback | Endometrial safety of cross-over treatment with tamoxifen followed by exemestane[END_REF]. The potential use of AIs specifically for the management of endometrial pathologies is promising [START_REF] Boruban | From endometrial hyperplasia to endometrial cancer: insight into the biology and possible medical preventive measures[END_REF].

Among the significant advances in endocrine therapy of breast cancer is the introduction of the selective estrogenreceptor antagonist, fulvestrant. In vitro and in vivo studies in animal models demonstrated that it does not have an agonist effect on estrogen-sensitive tissues and that it binds, blocks and increases degradation of the estrogen receptor [START_REF] Robertson | Faslodex (ICI 182, 780), a novel estrogen receptor downregulator-future possibilities in breast cancer[END_REF]. Fulvestrant is now widely used in postmenopausal women with metastatic ER-positive breast cancer [START_REF] Howell | Fulvestrant versus anastrozole for the treatment of advanced breast carcinoma[END_REF][START_REF] Perey | Clinical benefit of fulvestrant in postmenopausal women with advanced breast cancer and primary or acquired resistance to aromatase inhibitors: final results of phase II Swiss Group for Clinical Cancer Research Trial (SAKK 21/00)[END_REF][START_REF] Neven | Fulvestrant (Faslodex) in advanced breast cancer: clinical experience from a Belgian cooperative study[END_REF][START_REF] Robertson | Endocrine treatment options for advanced breast cancer-the role of fulvestrant[END_REF] in whom it has been shown to be as effective as the steroidal AI, exemestane, in second line anti-hormonal treatment [START_REF] Chia | Double-blind, randomized placebo controlled trial of fulvestrant compared with exemestane after prior non-steroidal aromatase inhibitor therapy in postmenopausal women with hormone receptor-positive, advanced breast cancer: results from EFECT[END_REF]. Aside its demonstrated efficacy against metastatic breast cancer, little is known about its effect on other estrogen sensitive tissues. Studies that have assessed fulvestrant's effect on the uterus are limited [START_REF] Gaducci | Use of estrogen antagonists and aromatase inhibitors in breast cancer and hormonally sensitive tumors of the uterine body[END_REF]. In a phase 1 study of healthy postmenopausal volunteers whose endometrium was stimulated with ethinylestradiol, one single administration of fulvestrant at a dose of 250 mg was shown to significantly inhibit the estrogen-stimulated thickening of the endometrium compared with placebo [START_REF] Addo | A phase I trial to assess the pharmacology of the new oestrogen receptor antagonist fulvestrant on the endometrium in healthy postmenopausal volunteers[END_REF]. However, in a study of premenopausal patients with uterine fibroids awaiting hysterectomy, fulvestrant did not significantly alter fibroid volume or endometrial thickness or change endpoints such as endometrial histology or vaginal bleeding compared to goserelin [START_REF] Donnez | A randomized, placebo-controlled, dose-ranging trial comparing fulvestrant with goserelin in premenopausal patients with uterine fibroids awaiting hysterectomy[END_REF]. Few case reports suggest the potential of fulvestrant as an effective therapy for patients with hormone receptor-positive uterine cancer [START_REF] Lux | Fulvestrant: a further treatment option for patients with metastatic uterine cancer?[END_REF][START_REF] Hoffman | Durable response of metastatic endometrial carcinoma to treatment with fulvestrant (Faslodex) after prior progestin and anastrozole therapy[END_REF]. At least two clinical trials currently test fulvestrant against progestins for metastatic endometrial cancer. While fulvestrant is considered a pure antiestrogen, it is possible that it may have estrogen-like effects on other estrogen sensitive tissues such as the bone. This is another reason why fulvestrant's effect on other tissues is of interest.

To date, the effect of fulvestrant on the postmenopausal uterus and the endometrium in particular is not known. The aim of the present study was to determine any endometrial effects of fulvestrant in postmenopausal women with breast cancer, which is of paramount importance for any wider use of this drug, like in the adjuvant or even in the preventive setting.

Patients and methods

This prospective, single-center study enrolled non-hysterectomised postmenopausal patients with metastatic breast cancer, who previously received tamoxifen followed by an AI, and who were estimated to benefit from fulvestrant for at least 3 months. Fulvestrant (250 mg) was administered every 28 ± 3 days via IM injection.

The study aimed at investigating the transvaginal ultrasonography (TVUS) changes occurring during the first 3 months of therapy, so that all patients had to undergo this investigation at baseline within the 2 weeks preceding the first fulvestrant administration, and to have a repeat examination after 3 months. The primary study-endpoint was the change in endometrial thickness (DET) and secondary endpoints were the changes in uterine volume (UV) and uterine abnormalities from baseline to after 3 months of therapy.

Two investigators (DT and MLK) performed TVUS at baseline and after 3 months of therapy. The uterus was completely assessed in sagittal and coronal planes with uterine size recorded in three diameters (D 1,2,3 ). The volume (ml) was estimated as (D 1 9 D 2 9 D 3 9 3.14)/6. DET was measured in the sagittal plane, from one endometrialmyometrial interface to another excluding intracavitary fluid. Endometrial abnormalities such as internal cysts and polyps were recorded. The presence of internal cysts was defined by visualization of more than one anechogenic area greater than 2 mm. No interventions were performed on any asymptomatic uterine abnormalities that were detected at baseline.

The study was conducted according to the guidelines for clinical studies described in the Declaration of Helsinki [START_REF]Review of the declaration of Helsinki[END_REF]. The protocol was approved by the Ethical Committee for Clinical Studies of the University Hospitals Leuven, Belgium before commencement of the study and all participants provided written informed consent.

Statistical analysis was done with SPSS (Version 14). Paired t-tests were used to assess the statistical significance of any differences in DET and UV at baseline and after 3 months of therapy with P \ 0.05 considered significant.

Results

In total, 32 postmenopausal women with metastatic breast cancer were enrolled in this study. In five patients, treatment was discontinued early, prior to the 3-month re-evaluation due to disease progression. Twenty-seven completed all the planned investigations and are included in this final analysis. All had previously received tamoxifen followed by an AI. The mean age of the study population was 64 years and patients were on average 12 years past menopause. Table 1 shows the changes in DET and UV from baseline to 3 months of therapy. At baseline, the mean (±SD) DET was 4.00 ± 2.57 mm and UV was 41.89 ± 32.70 cm 3 . After 3 months of therapy, mean DET had significantly decreased by 23.08% to 3.07 ± 1.58 mm (P = 0.010). Mean UV also decreased by 10.88% to 37.33 ± 21.96 mm 3 , although this change was not significant (P = 0.119). The change in DET and UV from baseline to 3 months treatment for each individual patient is illustrated in Fig. 1.

In the few patients with uterine abnormalities at baseline, the changes observed at 3 months are summarized in Table 2 and are as follows: in five patients, there was no change in endometrial cysts; among two patients with polyps, polyp size decreased in one and slightly increased in the other; there were no changes in fibroids in two patients, while fibroid size decreased in one and increased in another; the size of hydrosalpinx increased in one case, and the size of metastatic ovarian deposits slightly decreased in another one. No new uterine abnormalities were detected after 3 months of therapy in any patient. It is also noteworthy that there were no episodes of vaginal bleeding reported during the entire study duration.

Discussion

To our knowledge, this is the first prospective study exploring the uterine effect of fulvestrant in postmenopausal breast cancer patients. The women in our study received prior endocrine therapy with tamoxifen followed by a steroidal or non-steroidal AI. In accordance with the well known atrophic effect of AIs on the endometrium, we observed at baseline a thin endometrium and a small uterine volume in most of the patients included in the present study. Indeed there were only seven patients with a DET thicker than 4 mm, and only seven patients with a uterine volume greater than 40 cm 3 . Very remarkably, treatment with fulvestrant still led to a further decrease in endometrial thickness and uterine volume after 3 months as illustrated in Fig. 1. One of the issues inherent in a shortterm study like this is the probability that the uterine changes observed in our study may be due to a carry-over effect of prior AI therapy rather than a real fulvestrant effect. Given the short-term evaluation in our study and the absence of a wash-out period between prior AI therapy and succeeding fulvestrant therapy, the decrease in DET and UV on top of prior AI therapy cannot be attributed to fulvestrant alone with absolute certainty. However, it is clear that after 3 months of therapy with fulvestrant, there were no signs on TVUS of a stimulatory effect on the endometrium in contrast to what has been detected on TVUS after 3 months of tamoxifen therapy [START_REF] Morales | Third generation aromatase inhibitors may prevent endometrial growth and reverse tamoxifen-induced uterine changes in postmenopausal breast cancer patients[END_REF].

Aside from the decrease in DET and UV, we observed that most of the uterine pathologies detected at baseline did It is ideal that improvements in disease outcome with endocrine therapy for breast cancer patients would be associated with lesser side effects. The decrease in DET and UV seen in our study is consistent with the pharmacologic property of fulvestrant as an estrogen-receptor antagonist that is devoid of agonist activity on the uterus of postmenopausal breast cancer patients. The absence of a stimulatory effect on the endometrium can be considered as one of the benefits gained with fulvestrant therapy. 

  Fig. 1 Changes in DET and UV from baseline to 3 months of therapy for each patient. Note: Each line represents each individual patient. Abbreviations: DET, double endometrial thickness; UV, uterine volume

Table 1

 1 Changes in DET and UV from baseline to 3 months of therapy

		Mean	SD	SE	P value
	DET (mm)				
	Baseline	4.00	2.57	0.49	
	3 Months	3.07	1.58	0.30	
	Difference	-0.92	1.74	0.33	P = 0.010
	UV (cm 3 )				
	Baseline	41.89	32.70	6.29	
	3 Months	37.33	21.96	4.23	
	Difference	-4.56	14.69	2.83	P = 0.119
	Abbreviations: DET double endometrial thickness; UV uterine volume

Table 2

 2 Changes in pelvic abnormalities on TVUS after 3 months of therapy

		Type of abnormality	No. of patients with abnormality		
			Baseline	3 Months		
				Increased/new	No change	Decreased/disappeared
		Endometrial cysts	5	0/0	5	0
		Polyps	2	1/0	0	1/0
		Fibroids	4	1/0	2	1/0
		Hydrosalpinx	1	1/0	0	0/0
	Abbreviations: TVUS transvaginal ultrasonography	Ovarian metastasis	1	0/0	0	1/0
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