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Ovarian failure

Ådevelops within one year 

of therapy in 63%ð96% 

of premenopausal 

women, receiving 

chemotherapy

ÅIt is in many cases 

definitive

Burstein, et al. N Engl J Med 2000;343:1086-1094



Oestrogen deficiency 

Å70% of the tumours express 

estrogen receptors

ÅAromatase inhibitors :

ðMore profound E2 deficiency



Brueggemeier, et al. Endocr Rev 2005



Ingle, J. N. et al. Clin Cancer Res 1999;5:1642-1649

% change from baseline (pretreatment) level for E2 at 6, 12, 18, and 24 

weeks.TAM started at time 0, and letrozole added after the 6 weeks



Oestrogen deficiency after Breast 

Cancer

ÅVasomotor symptoms

ÅVaginal dryness and sexual problems

ÅOsteoporosis

ÅCognitive function



Prevalence and Treatment of Menopausal 

Symptoms Among Breast CancerSurvivors 

Harris et al 2002

Young women and Tamoxifen 

users have a 3X higher risk of  flushes



ÅYounger womensuffered 3 times 

more frequently from vasomotor 

symptoms

ÅBut they did not use treatment to 

relieve their symptoms more often 

ÅAntoine et al Climacteric 2008

Survey among breast cancer survivors



Up to 20% of patients with breast 

cancer consider stopping or 

actually cease endocrine treatment 

because of menopausal symptoms

Fellowes et al 2001.



Antoineet al. Hum. Reprod. 2007

Summary of  the two randomized trials that have been 

conducted

RH = 0.82, 95% CI = 0.35 to 1.9

breast cancer recurrence

RH = 3.3, 95% CI = 1.5 to 7.4

RH = 1.8, 

95% CI = 1.03 to 3.10
Test for heterogeneity

between the two studies 

( P= .02),



LIBERATE

ÅMedian follow-up: 3.1 years

Åcancer recurrence :15% on tibolone vs. 
10% on placebo. 

ÅHR 1.40 [95% CI 1.14-1.70]; p=0.001). 

ÅKenemans Lancet Oncology 2009





Alternatives

Experimental: Animal data or Phase II data

ðTissue-specific hormone replacement 
therapy (TS-HRT) 

ðDHEAS

ðEstetrol 

Berger et al;  Visser & Coelingh Bennink The 
Journal of Steroid Biochemistry and 
Molecular Biology March 2009 



Oral clonidine in postmenopausal patients with 

breast cancer experiencing tamoxifen-induced hot 

flashes: 

ÅDouble-blind, placebo-controlled :194 using 
tamoxifen

ÅOral clonidine hydrochloride, 0.1 mg/d/ placebo for 
8 weeks. 

ÅHot flash : -37% clonidine group -20% placebo group

ÅClonidine more difficulty sleeping (41% vs 21%; P = 
0.02). 

Åquality-of-life scores (+0.3 points: clonidine  vs -0.2 
points placebo; P = 0.02) at 8 weeks, although the 
median difference was 0 in both groups. 

ÅPandya et al Ann Intern Med. May 2000



Paroxetine controlled release in the treatment of 

menopausal hot flashes: randomized controlled trial.

Stearns V, et al JAMA 2003;289:2827ð34



Antidepressants & P450 enzyme 

CYP2D6

ÅSome antidepressants inhibit cytochrome P450 

enzyme CYP2D6 which is needed to metabolise 

tamoxifen to endoxifen. 

ÅParoxetine, to a lesser extend Fluoxetine 

Sertraline but not venlafaxine 

ÅLoprinzi et al Lancet Oncology 2008



Gabapentin for hot flashes in 420 women with 

breast cancer: a randomised double-blind placebo-

controlled trial

Pandya Lancet 2005



Systematic review & meta-analysis: Gabapentin for hot 

flashes in women with natural or tamoxifen-induced 

menopause:

Toulis et al Clin Ther. 2009

-30%

reduction

Flushes 

frequency 

and severity



Systematic review & meta-analysis: Gabapentin for hot 

flashes in women with natural or tamoxifen-induced 

menopause:

Toulis et al Clin Ther. 2009



Stellate-ganglion 

block on

recorded hot 

Flushes, night 

Awakenings,

severity of  hot flushes 

over 12-week 

follow-up period

Lipov et al 

Lancet Oncol. 2008

http://www.sciencedirect.com/science?_ob=MiamiCaptionURL&_method=retrieve&_udi=B6W85-4SHK131-1&_image=B6W85-4SHK131-1-5&_ba=&_user=5455467&_rdoc=1&_fmt=full&_orig=search&_cdi=6645&view=c&_isHiQual=Y&_acct=C000047720&_version=1&_urlVersion=0&_userid=5455467&md5=10fbb15cf7e85c00f383c6209ab1b6e2

