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To the Editor: 
Breast cancer is the most commonly seen cancer in women 

and rates increase with advancing age [1]. Tamoxifen was 
found to be an effective drug in estrogen receptor positive 
breast cancer and it has been shown to be associated with pro-
longed survival [2]. In recent long term randomized popula-
tion studies, breast cancer rates were higher in women under 
estrogen+progesterone therapy while there was no increase  
in breast cancer rate in group with estrogen only therapy [3,4]. 
Another controversy is increase rates of breast cancer in 
women with long term anovulatory cycles like polycystic  
ovary syndrome [5]. Additive effect or potentialization may 
be the mechanism under this controversy. We suggest to analyze 
effect of progesterone only therapy on breast cancer develop-
ment. And also the effect of antiprogesterone therapy in breast 
cancer needs to be analyzed. Although a retrospective data 
showed no association between previous progesterone expo-
sure and invasive breast cancer [6], we thought that women 
using subdermal implants for long term contraception are the 
best candidates to assess role of progesterone in breast cancer 
development and determine duration and dosage leading to 
cancer in a prospective manner. Effect of mifepristone on 
breast cell proliferation was analyzed and study concluded 
that the ability of mifepristone that block breast epithelial cell 
proliferation in premenopausal women may be beneficial [7]. 
Therefore tamoxifen may be combined with a safe drug mife-
pristone, a progesterone receptor antagonist, as an adjunctive 
therapy in hysterectomized women to determine efficacy of 
antiprogesterone therapy in breast cancer. 

CONFLICT OF INTEREST

The authors declare that they have no competing interests.

REFERENCES

1.	Gleason	MX,	Mdzinarishvili	T,	Sherman	S.	Breast	cancer	incidence	in	
black	and	white	women	stratified	by	estrogen	and	progesterone	recep-
tor	statuses.	PLoS	One	2012;7:e49359.

2.	Yang	LH,	Tseng	HS,	Lin	C,	Chen	LS,	Chen	ST,	Kuo	SJ,	et	al.	Survival	
benefit	of	tamoxifen	in	estrogen	receptor-negative	and	progesterone	re-
ceptor-positive	low	grade	breast	cancer	patients.	J	Breast	Cancer	2012;	
15:288-95.

3.	Mackey	RH,	Fanelli	TJ,	Modugno	F,	Cauley	JA,	McTigue	KM,	Brooks	
MM,	et	al.	Hormone	therapy,	estrogen	metabolism,	and	risk	of	breast	
cancer	in	the	Women’s	Health	Initiative	Hormone	Therapy	Trial.	Can-
cer	Epidemiol	Biomarkers	Prev	2012;21:2022-32.

4.	Rossouw	JE,	Anderson	GL,	Prentice	RL,	LaCroix	AZ,	Kooperberg	C,	
Stefanick	ML,	et	al.	Risks	and	benefits	of	estrogen	plus	progestin	in	
healthy	postmenopausal	women:	principal	results	From	the	Women’s	
Health	Initiative	randomized	controlled	trial.	JAMA	2002;288:321-33.

5.	Anderson	KE,	Sellers	TA,	Chen	PL,	Rich	SS,	Hong	CP,	Folsom	AR.	As-
sociation	of	Stein-Leventhal	syndrome	with	the	incidence	of	postmeno-
pausal	breast	carcinoma	in	a	large	prospective	study	of	women	in	Iowa.	
Cancer	1997;79:494-9.

6.	Strom	BL,	Berlin	JA,	Weber	AL,	Norman	SA,	Bernstein	L,	Burkman	RT,	
et	al.	Absence	of	an	effect	of	injectable	and	implantable	progestin-only	
contraceptives	on	subsequent	risk	of	breast	cancer.	Contraception	2004;	
69:353-60.

7.	Engman	M,	Skoog	L,	Söderqvist	G,	Gemzell-Danielsson	K.	The	effect	
of	mifepristone	on	breast	cell	proliferation	in	premenopausal	women	
evaluated	through	fine	needle	aspiration	cytology.	Hum	Reprod	2008;	
23:2072-9.

If Progesterone Is Blamed for Breast Cancer Development, Why Are We Still 
Using Tamoxifen?
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