
HRT after ovarian cancer



HRT after BOT

BOT : HRT can be prescribed 
after a mucinous or serous 
BOT, caution is recommended 
after high-risk serous BOT 
(invasive peritoneal implants, 
micropapillary patterns, stromal 
microinvasion or mucinous 
tumour with intraepithelial 
carcinoma)
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involved in her oncologic care, including the oncologist, gy-
necologist, general practitioner, or even the radiologist or the
oncologic nurse. The general attitude has been defensive: ig-
norance of the latest results in the field of menopausal hor-
mone therapy and false concepts dating back to the WHI
(Women’s Health Initiative) Study results almost two decades
ago [173]. The misinterpretation of the results of this study are
well known among the specialists of the field of menopausal
medicine and will not be discussed here. The net outcome,
however, became an irrational fear of female hormone re-
placement, both by the general population and medical pro-
fessionals. It might has seemed the logical and safe conclusion
to many physicians that it is better to avoid HRT, because this
attitude definitely causes no harm, whereas the decision of
prescribing estrogen with or without progestins for a patient
might bear oncologic and cardiovascular risks, may lead to
litigation in case of a potentially related complication, and
requires meticulous and continuous self-education in the field
not to miss the latest evidence. The major mistake in this
reasoning is the baseline theory of not harming by avoiding
HRT. It was known even before the WHI results that prema-
ture menopause and hypogonadism decreases the life expec-
tancy of women by years through its skeletal and cardiovas-
cular effects, and this negative effect correlates with the length

of the hypoestrogenaemic period. 17 years of untreated
hypogonadism add up to losing 2 life-years [4], and every year
of delay of menopause decreases cardiovascular mortality risk
by 2% [174]. The quality of a life lived with severe menopaus-
al symptoms is yet another matter not to forget. Therefore, it is
not prescribing HRT for a young patient suffering from pre-
mature ovarian insufficiency (POI) that requires professional
explanation - as it is clearly stated also by the latest guidelines
of the International Menopause Society [1] and the Global
Consensus Statement on MHT [175]. It is the denial of HRT,
a decision proved to harm the patients health and decrease her
life expectancy, that needs to be supported by evidence and
should be weighed againts the risks (oncologic or other) of
HRT. Denying HRT ’just to be on the safe side’ is unaccept-
able – we can only make this maleficent decision if the defin-
itive harm caused to our patient by it is smaller than the
suspected harm of HRT.

Yet, it is not easy to assess the HRT-related extra risks of
HRT in cancer survivors. Practically, every tumour is a new and
potentially unprecedented entity, as far as its oncogenic muta-
tions, hormone receptor status and biological beviour are con-
cerned, even if medical science tries to group tumours accord-
ing to organ, histology or molecular characteristics. The vari-
ability of the stage, grade and former oncotherapy received by

Table 2 Categories of cancer types according to oncologic risk (recurrence, progression) of hormone replacement therapy

HRT: Adavantageous Neutral (no known negative effect) Negative effect in certain setting
(relative contraindication)

Disadvantageous
(contraindicated)

Breast cancer BRCA 1/2 mutation without
breast cancer

Breast cancer

Gynecologic
cancers

Endometrial cancer (E2 dependent,
type I) – E+P advantageous,
E-only: neutral

• Endometrial cancer
(E2 independent, type II)

• Uterinal carcinosarcoma
• Uterinal adenosarcoma

Leiomyosarcoma Endometrial
stroma sarcoma

Ovarian cancer
(epithelial, germ cell tumour)

Some ovarian tumours:
• endometrioid ovarian

cancer (?)
• granulosa cell tumour

Cervical adenocarcinoma (E+P) Cervical cancer (squamous cell)

Vaginal cancer (squamous cell)
(adenocarcinoma??)
Vulvar cancer (squamous cell)
(adenocarcinoma??)

Non-gynecologic
cancers

Haematologic malignancies
(leukaemias, lymphomas)

• Microprolactinoma
• Macroprolactinoma

(?? – close follow-up required
if on HRT)

Brain tumours • Meningioma
• Glioma

Malignant melanoma
(local, cutaneous)

Malignant melanoma
(advanced, metastatic)

Colorectal cancer Lung cancer

Liver (hepatocellular) cancer Kidney cancer Gastric cancer Gastric cancer
(ER+, PR+)

Thyroid cancer Bladder cancer Bladder cancer
(ER+)

Pancreatic cancer
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HRT after non gynaecological cancers





Conclusions
Focusing on menopausal symptom and quality of life is an essential part of cancer 

treatment

-Breast cancer : systemic HRT is generally not adviced. However low-doses vaginal 
estrogens can be considered (caution in AIs patients) 

-Endometrial cancer: HRT seems associated with no increased risk, with the 
exception of Black American women

-Ovarian cancer: HRT can and should be considered if troublesome menopausal 
symptoms

-HRT is contraindicated in ESS, leiomiosarcoma and ovarian granulosa tumour
-Women with previous heamatological malignancies, CRC, 

liver/thiroid/pancreatic/kydney cancer are not controindicated to use HRT
-HRT is contraindicated after brain tumors (in particular glioma and meningioma), 

gastric/lung/bladder cancer and advanced melanoma

Many non hormonal alternatives are now available for those patients who 
cannot or do not want to take hormones
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ALTERNATIVE TREATMENS 
FOR VASOMOTOR SYMPTOMS

} Antidepressant (SSRIs: fluoxetine, citalopram, paroxetine, sertraline and 
mirtazapine; SNRIs: venlafaxine and desvenlafaxine)

} Anticonvulsants (gabapentin)
} Anthypertensives (clonidine)
} New pharmacological perspectives: oxybutynin; elinzanetatnt 
} Cytoplasmic pollen extract
} Black Cohosh
} Vitamin E
} Phytoestrogen

} Acupuncture,  yoga, paced respiration
    hypnosis, diet





Magnusson et al. (Int J Cancer.1999)

2563 cases and 2845 controls

Estrogens RR = 1.94 (1.47-255)
Estro-progestin RR = 1.63 (1.37-1.94)

F Testosterone-like RR = 1.68 (1.39-2.03)
F Progesterone-like RR = 1.14 (0.69-1.88)

Danish Cohort – Stahlbergh et al. (Int J Cancer 2004) 

10874 non hysterectomised women;  mean use: 7.2±6.3 y  244 cases

82% EP RR = 2.70  [1.96-3.73]
77% Testosterone-like continuous RR = 4.16   [2.56-6.75]  
23% MPA cyclical RR = 3.02   [1.8-5.05]
20% E only RR = 1.96  [1.16-3.35]

Androgenic progestins, widely used in northern European countries, have 
the most negative effect on breast cancer risk as demonstrated in these 
studies conducted in Sweden and Denmark 

HRT and Breast cancer: are all the treatements 
alike?

Different
Progestins


