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Figure 1: Relative risk* of endometrial cancer according to type of HRT 
last used, reported at recruitment

Compared with never users of HRT, the overall incidence of endometrial 
cancer decreased in users of continuous combined HRT

Lancet, April 2005

716.738 postmenopausal women in the UK 1996-2001
provided informations about HRT use (45% of them had used HRT)



QOL and in PATIENTS WITH PREVIOUS CANCER

Advances in the early detection and 
treatment of cancer have provided gains 
in patients survival time. However, these 
gains are often accompanied by a variety 
of treatment associated toxicities that 
influence QOL

Women treated for cancer have to face the 
consequences of estrogen deficiency due to: 
-  the surgical resection of the ovaries, 
-  the adjuvant postoperative irradiation, 
-  the concomitant chemotherapy 
-  or simply because of natural aging after 
menopause.

Menopausal symptoms are typically more severe in young patients 
  
      Knobf 2006



HRT AFTER BREAST CANCER

Some observational studies suggested that HRT use may not increase the
risk of recurrent breast cancer. These reports have been questioned
because of the potential bias from the selection of women at lower risk of
recurrence for HRT use.

“Menopausal Hormone Therapy After Breast Cancer: The Stockholm Randomized Trial”
Stockholm Breast Cancer Study Group, 2005

“Increased risk of recurrence after HRT in breast cancer survivors”
HABITS Study Group J Natl Cancer Inst, 2008

Effects of tibolone on climacteric symptoms and quality of life in breast cancer 
patients: LIBERATE trial  

Oncol Lancet, 2009

Three randomised trials on HRT after breast cancer diagnosis 

All closed prematurely due to concern about 
the safety of treatment



 HR 95% CI

Global 1.8 1.03-3.1

HABITS study 3.5 1.5-7.4

Stockolm trial 0.82 0.35-1.94
    
 L Holmberg et al, Lancet, 2004

In 1997 two independent randomised trials were started in Sweden
In 2002 interim safety analysis à significant risk of recurrence from HRT 
for the two trials combined (HR=1.8) à both studies were prematurely 
stopped in December 2003. 

Significant heterogeneity between the studies 

HR for HABITS at a median follow-up of 2.1 years was 3.5 
HR for Stockholm at a median follow-up of 4.1 years was 0.82 

Breast cancer recurrence 



LIBERATE Trial

• Multinational, multicentre, randomised, placebo controlled trial to investigate 
the safety and efficacy of tibolone in women with climacteric symptoms and 
a history of breast cancer. 

• 3148 women enrolled at 245 clinical centres in 31 countries worldwide 
between June 2002 and Dec 2004 

• Tibolone 2.5 mg daily (n=1575) vs placebo (n= 558) 
• Median duration of treatment 2.75 years
• Primary objective: to demonstrate that tibolone was non inferior to placebo 

regarding breast cancer recurrence
• Secondary endpoints: mortality, climacteric symptoms and bone mineral 

density.

TIBOLONE

Synthetic steroid, with a 
mixture of oestrogenic, 
progestogenic and 
androgenic properties. 



Tibolone, given for three years on average to women with vasomotor 
symptoms and a history of breast cancer, showed:

Ø Efficacy in relief of vasomotor symptoms

Ø A beneficial effect on bone mineral density

Ø No difference in other relevant safety parameters: mortality, 
cardiovascular events, gynecological     malignancies

Ø Overall increased risk of breast cancer recurrence vs placebo 
[HR=1.40 (95%CI: 1.14-1.70)]

Contraindication in women with known, past or 
suspected breast cancer must remain in the 

labeling of tibolone 

LIBERATE Trial





J. Clin. Med. 2021, 10, 3165

HT use does not increase the incidence of EC recurrences in 
women treated for early stages EC (FIGO I or II), except for 
Black American women where a significantly increased 
recurrence risk is evident.

Therefore, the positive effects of HT outweigh eventual 
risks, with the exception of Black American women.

N=7944

HRT after endometrial cancer
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