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45 menopause patients developed irreguhu bleeding and an increase 
in endome~ia1 thickness between 6 and 24 months after initiation of 
HRT. The regimens of HRT were Regimen A - estradiol subdermal 
implant + nomegestrol acetate implant FfZO], Regimen B - 
Transdermal estradiol + oral medroxyprogesterone (Wyeth) [N=l7], 
Regimen C Sequential conjugated estrogens (Wyeth~ + oral 
med~x~rog~sterone m=5], Regimen D - Continuous conjugated 
estrogens with me~oxy-progesterone IN=3 1. The mean endometrial 
thickness was I I mm. A diagnostic hysteroscopy was carried out in 
all patients followed by endometria~ suction. Hysteroscopy revealed 
the presence of endometrial polyps in all these patients. However, 
this diagnosis was missed by curetage in 42 out of 45 patients, 
Hystopathologic examination of endometrium removed by the 
karman curete revealed atrophy in 40 patients, proliferative 
endometrium in 2 and polyps in 3 patients. Thirty patients had their 
polyp removed with the 27F resectoscope. Hystopa~oIo8ical 
examination of excised polyp revealed cystic hyperplasia in 22 
patients and adenomatous hyperplasia without atypia in 8 patients. 
TVS perfomed 6 months following the procedure revealed an 
endometrial echo less than 4 mm in 28 patients. Hysteroscopy 
revealed in 10 patients an uterine cavity with synechia. 
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Due to its ~t~androgenic properties CMA has special irnpo~~e for 
the development of new regimens for HRT. So, a phase III clinical 
trial including 187 postmenopaus~ women was made to test 
different doses of CMA (0.5, I, 2 and 3 mg) for 12 days per cycle in 
combination with continuous EV (2 mg). Dose finding for CMA 
was based prjm~ily on the bleeding patterns during the four 
treatment cycles and the histological evaluation of final endometrial 
biopsies (not reported here). A total of 69.5% of all patients had 
regular withdrawaf bleeds during the study, whereas this value was 
highest (80.4%) in the 2 mg group. Unexpectedly, wjthdrawal 
bleeding was more intense and longer in the highest dose group. 
There was a shift towards a later start of bleeding with increasing 
dosage of CMA. The frequency of unclear bleeding was higher in 
the 0.5 mg ( 15,2%) and 3 mg ( 19.6%) , as compared with the I mg 
( 10.2%) and 2 mg (I 0.9%) groups. Due to the fact that a regular 
bleeding pattern is considered to be essential for a~ceptabiIi~ of 
sequential regimens for HRT, 2 mg of CMA was selected as the 
optimal dose for combination with 2 mg of EV. 
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SAFETY CONSID~~G THE ENPOJNT HY~E~L~~ IN 
POSTMBNOPAUSAL WOMEN TAKING SEQUENTIAL, 

COMBINED ESTRADIOL AND DYDROGESTERONE 
(FEMOSTON) 
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Four studies with Femoston@ 2/10 (2mg micronised estradiol daily, 
sequentially combined in one tablet with 1Omg dydrogesterone for 
14 days per 28 day cycle), evaluating the endome~ial safety, by 
means of endometrial biopsies, were pooled for statistical analysis. 
Two were doubIe-blind, 6-Mona, dose~~ging studies and 2 were 
open, long-term (one up to two years) studies. All histologica! 
~sessments were evaluated by independent central pathologists 
using criteria defined by pathologist Prof. H. Fox. Statistical 
analysis was done by a visit-wise analysis after 6, 12 and 24smonths 
of treatment and by an intent-to-treat analysis. The endometrial 
safety data were combined, resulting in 369 patients treated with 
Femoston 211 0. In 256 patients treated for one year or more, one 
simple hype~l~ia was diagnosed (failure rate - 0,39%, upper 95% 
confidence limit - 1.84%). The intent-to-treat analysis reported 369 
patients with one simple hyperplasia (failure rate - 0.270/o, upper 
95% confidence limit - 1.28%)). These results are in line with those 
reported in recent literature. We conclude that the ettdometriai 
safety of Femoston 2110 is very good. 
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The aims of this study were to comp~e the effect on c~bohyd~te 
metabolism, vasomotor symptoms, bleeding patterns and 
endometrial safety of two regimens of daily continuous oral 
administration of conjugated equine oestrogens (Prem~jn) and 
medrox~rogesterone acetate (MPA) and contjnuous Tibolone 
(Liviat). 
The study was an open, r~dom~sed, comp~tive paraflel group 
multinational outpatient study. Eligible subjects were heaithy 
postmenopausal women aged between 45-65 years inclusive, with 
post menopausal vasomotor symptoms and at feast 12 months since 
last spontaneous menstrual period. 
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