Malignant Transformation of Postmenopausal
Endometriosis

Subjects: Oncology

Contributor: Luca Giannella

Endometriosis is a disease that affects 6-10% of women of reproductive age. Although it is a benign condition,
endometriotic lesions have around a 1% risk of malignant transformation. Since endometriosis is an estrogen-dependent
disease, it can be expected to resolve or disappear in menopause. However, the prevalence of menopausal
endometriosis is 2—4%. In these cases, the risk of malignant transformation is a rare but possible event.
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| 1. Introduction

Endometriosis is an estrogen-dependent complex clinical syndrome characterized by the presence of ectopic endometrial-
like tissue . It is a pathological clinical condition that mainly affects women of reproductive age . Various theories have
been proposed to explain it: retrograde menstruation, the local immune alterations, imbalance between pro- and anti-
angiogenic factors . A multifactorial process is likely to occur in the etiopathogenesis of endometriosis. In women of
reproductive age, it often causes infertility and chronic pelvic pain leading to severe functional limitations .

Another aspect of interest related to endometriosis is the risk of malignant transformation. A recent metanalysis showed
that: (1) the risk of ovarian cancer doubles in patients with endometriosis; (2) conversely, the risk of endometrial and
cervical cancer does not appear to be higher in these women Bl Furthermore, when an endometriotic lesion turns into
cancer, it appears to have a better prognosis. In a large metanalysis, endometriosis-associated ovarian cancers showed
favorable characteristics, including early-stage disease, low-grade disease, and specific histology such as endometrioid or
clear cell carcinoma !,

After the reproductive period, endometriosis is thought to resolve or remain in a state of inactivity. Although the
hypoestrogenic state related to menopause may suggest it, postmenopausal endometriosis can affect up to 4% of women
[Bl. Recurrences or malignant transformations are rare but possible events. Data on the risk of these occurrences are
scarce and of low quality B, The most studied risk factors related to malignant transformation were hormone
replacement therapy (HRT) and the use of tamoxifen for breast cancer BIE. However, the results were inconclusive.
Moreover, the impact of previous endometriosis and related surgery is unclear. It is, therefore, necessary to raise
awareness that endometriosis is not exclusively a condition of the reproductive phase.

| 2. Malignant Transformation of Postmenopausal Endometriosis

Endometriosis is a pathological clinical condition that mainly affects women of reproductive age. However, about 2—4% of
postmenopausal women have symptomatic endometriosis 2. Furthermore, this prevalence may be underestimated as
other authors report higher rates [ Given the absence of menstruation and the hypoestrogenic state, the onset of
endometriosis in menopause would suggest other pathophysiological mechanisms than those of the reproductive age. In
addition, we do not know whether the lesions found in older women are recurrent/persistent diseases or new implants.
The matter is subject to a discussion without clear and definitive evidence. Bulun et al. showed that endometriotic lesions
themselves could produce estrogens through autocrine and paracrine effects [&. This could explain the persistence or
recurrence of lesions in a hypoestrogenic state such as menopause 29, Other sources of estrogen production could play
a role in postmenopausal endometriosis: obesity, phytoestrogen intake, HRT use, tamoxifen therapy . In these latter
cases, quiescent endometriotic foci in menopause may be stimulated exogenously through the treatments mentioned
above &I,



Although endometriosis is a benign condition, it presents a risk of malignant transformation. Overall, it is reported that
about 1% of ovarian endometriosis can turn into cancer 1412 However, a prospective study including approximately
6500 women with ovarian endometrioma and a mean follow-up of around 13 years showed a standardized incidence ratio
of malignant transformation of 8.95 13, Regarding this data, cases of malignant transformation are likely to be negligible
in pelvic pain or infertility practice. There may be a selection bias in hospital studies that have oncologists on staff.
Cancers can be more common in the hospital, and endometriosis with only pelvic pain or infertility in the surgery center.
Interestingly, the period in which the risk of malignant transformation increased was the perimenopausal one with medians
between 45-49 years W3II4II15] hence the importance of paying close attention to endometriotic ovarian cysts in
perimenopausal women.

Malignant transformation of postmenopausal endometriotic lesions is a rare occurrence. To date, there are no defined
percentages about its prevalence. The data are obtained from studies, including case reports and case series. In a
detailed systematic review, Gemmell et al. reported 25 cases of postmenopausal malignant transformation in women
using HRT with a previous history of endometriosis . Most of the patients were in surgical menopause (22/25, 88%).
They showed that most women used estrogen-only HRT (19/25, 76%) with a median duration of approximately seven
years (range 3-20 years). The most frequent signs and symptoms at clinical presentation included abdominal/pelvic pain,
vaginal bleeding, and the presence of palpable masses. Histology was endometrioid adenocarcinoma in 72% of cases,
and most patients underwent surgical treatment followed by adjuvant therapy. Follow-up outcomes were generally
favorable, with a 12% mortality rate over a mean observation period of 19.4 months. Tan et al. reported 62 cases of
malignant transformation of endometriosis in menopause . The mean age was 58.2 years; half of the women had used
HRT (71% with unopposed estrogen therapy); the mean duration of HRT was ten years; most of the lesions had
endometrioid adenocarcinoma histology (67.7%).

To our knowledge, the present systematic review provides the most extensive and updated data on the topic. Overall, our
descriptive analysis is in line with the results described above. Some recurrent clinical conditions emerged: the previous
history of endometriosis/adenomyosis, definitive surgery before menopause (hysterectomy with salpingo-oophorectomy),
and estrogen-only HRT use. Follow-up outcomes showed a favorable survival rate (about 80%) over a mean observation
period of 12 months (range 6.75-25 months).

Based on these data, previous authors speculated that postmenopausal women with endometriosis malignant
transformation likely had a prior history of severe endometriosis that led to definitive surgical treatment before
menopause. This occurrence would explain the high percentage of women on estrogen-only HRT taken for relatively long
periods. However, our results showed that 55% (37/67) of women undergoing surgery had endometriosis as an indication
for intervention. This means that in 36% of cases (21/58 women with endometriosis), the diagnosis of endometriosis was
likely an incidental finding on the final histological examination. In this regard, it is likely that the diagnostic work-up of
endometriosis, when performed by generalist gynecologists, may fail to recognize endometriotic lesions both
preoperatively and intraoperatively. In an interesting paper, Griffiths et al. reported that rectovaginal endometriosis often
goes unrecoghized during the first surgery 281,

Major surgery in asymptomatic affected women or benign conditions is likely to have decreased over the years based on
new and updated recommendations WALl This, in turn, could explain the negative trend over time of previous
endometriosis (positive personal history may be missing among asymptomatic women in the absence of a histologic
diagnosis) and long-term HRT. Overtreatment could likely have been much more frequent in the past 18 This new
analysis suggests that the recurrence of some clinical conditions may be due to a different attitude of gynecologists about
the use of major surgery in some pathologies in the past years.

Although the selected cases may not represent the true prevalence of the disease, the data is worthy of mention.
Interestingly, our analysis showed that the number of instances of postmenopausal malignant transformation increased
over time. Conversely, we know that other studies showed a negative trend over the years in the incidence of
endometriotic disease 1929 Although these data may seem contradictory, these current occurrences may be those
cases of asymptomatic endometriosis that occurred 20-30 earlier. We will have to wait for the next few years to evaluate
the next trend. A further increase of such cases would underline how these recurrent clinical conditions do not have a
causal role in malignant transformation.

Further findings are worthy of discussion. The age trend increased over the years, albeit not significantly. It appears that
women managed in past years had an earlier age when cancer occurred (Figure 1). Furthermore, deaths are absent after
2010 (Table 1). It may be an overextrapolation to state that past managements represent an adverse prognostic factor.



Advances in oncology over the years could likely have a significant impact. Although the outcomes appear favorable,
follow-up data are still too incomplete to provide adequate information on the prognosis.
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Figure 1. Scatter diagrams showing the trend over time of patients’ age affected by malignant transformation of
postmenopausal endometriosis.

Table 1. Patients’ outcome according to the years of case publication.

Years of Case Publication p Value
<2000 2000-2009 22010
Outcome
(19) (24) (18)
n (%) n (%) n (%) 0.102
Alive 14 (73.7) 20 (83.3) 14 (77.8)
Deceased 4(21.1) 3(12.5) 0 (0.0)
Recurrence 1(5.3) 1(4.2) 4 (22.2)

A further emerging aspect of our data is the high percentage of previous bilateral salpingo-oophorectomy in women with
subsequent malignant transformation. From our data, 58.4% of women underwent bilateral salpingo-oophorectomy
procedures. These data seem to confirm further that the “risk-reducing surgical treatment” in women with previous
endometriosis approaching menopause is not cost-effective 2. On the contrary, the importance of removing all
endometriotic lesions detected intraoperatively in any anatomical site is to be emphasized. These foci must be excised to
obtain a histological diagnosis and reduce the future risk of recurrence/malignant transformation. Destructive treatment of
minor endometriotic localizations is no longer acceptable 2.

The mechanism underlying this rare occurrence is unclear. It is likely that during surgical treatment, some not-
macroscopically-visible endometriotic foci may be overlooked and left there. Furthermore, the same surgery can lead to
an immediate inflammatory stimulus that favors the implantation and/or activation of any endometriotic foci not detected
intraoperatively. When surgery is not performed, the presence of asymptomatic endometriosis locations may likely persist
for a long time. These lesions may receive autocrine, paracrine, and exogenous stimuli along with cancer-predisposing
gene mutations 2122 The use of estrogen-only HRT appeared to be recurrent in old cases. As a result, although solid
evidence is missing, current recommendations on HRT include continuous combination formulations or Tibolone in women
with previous endometriosis [&. Furthermore, the choice of HRT use must balance the risk of bone and cardiovascular
diseases with the possibility of recurrence/malignant transformation of endometriotic lesions €. To date, there is little data
to provide solid evidence-based recommendations. There is a need for randomized controlled trials or extensive
observational studies on this topic to give an accurate and individualized evaluation and information.

| 3. Conclusions

In the malignant transformation of postmenopausal endometriosis, there are some recurrent patient characteristics:



Previous endometriosis
Definitive gynecological surgery before menopause

Estrogen-only HRT for a relatively long time.

However, these clinical conditions have shown a drastic decrease in more recent years. It is likely that this could be the
consequence of different attitudes and management of gynecologists linked to up-to-date scientific evidence about the

use of major surgery in gynecological pathologies. Malignant transformation of postmenopausal endometriosis is a clinical

challenge to be explored further.

References

1.

10.

11.

12.

13.

14.

15.

16.

17.

18.

Johnson, N.P.; Hummelshoj, L. World Endometriosis Society Montpellier Consortium. Consensus on current
management of endometriosis. Hum. Reprod. 2013, 28, 1552-1568.

. Dunselman, G.A.; Vermeulen, N.; Becker, C.; Calhaz-Jorge, C.; D’Hooghe, T.; De Bie, B.; Heikinheimo, O.; Horne,

A.W.; Kiesel, L.; Nap, A.; et al. European Society of Human Reproduction and Embryology. ESHRE guideline:
Management of women with endometriosis. Hum. Reprod. 2014, 29, 400-412.

. Li, J.; Liu, R.; Tang, S.; Feng, F.; Liu, C.; Wang, L.; Zhao, W.; Zhang, T.; Yao, Y.; Wang, X.; et al. Impact of

endometriosis on risk of ovarian, endometrial and cervical cancers: A meta-analysis. Arch. Gynecol. Obstet. 2019, 299,
35-46.

. Kim, H.S.; Kim, T.H.; Chung, H.H.; Song, Y.S. Risk and prognosis of ovarian cancer in women with endometriosis: A

meta-analysis. Br. J. Cancer 2014, 110, 1878-1890.

. Tan, D.A.; Almaria, M.J.G. Postmenopausal endometriosis: Drawing a clearer clinical picture. Climacteric 2018, 21,

249-255.

. Gemmell, L.C.; Webster, K.E.; Kirtley, S.; Vincent, K.; Zondervan, K.T.; Becker, C.M. The management of menopause

in women with a history of endometriosis: A systematic review. Hum. Reprod. Update 2017, 23, 481-500.

. Kempers, R.D.; Dockerty, M.B.; Hunt, A.B.; Symmonds, R.E. Significant postmenopausal endometriosis. Surg.

Gynecol. Obs. 1960, 111, 348-356.

. Williams, T.J.; Pratt, J.H. Endometriosis in 1000 consecutive celiotomies: Incidence and management. Am. J. Obs.

Gynecol. 1977, 129, 245-250.

. Bulun, S.E. Endometriosis. N. Engl. J. Med. 2009, 360, 268-279.

Bulun, S.E.; Yang, S.; Fang, Z.; Gurates, B.; Tamura, M.; Sebastian, S. Estrogen production and metabolism in
endometriosis. Ann. N. Y. Acad. Sci. 2002, 955, 396—-406.

Stern, R.C.; Dash, R.; Bentley, R.C.; Snyder, M.J.; Haney, A.F.; Robboy, S.J. Malignancy in endometriosis: Frequency
and comparison of ovarian and extraovarian types. Int. J. Gynecol. Pathol. 2001, 20, 133-139.

Melin, A.; Sparen, P.; Perrson, |.; Bergqvist, A. Endometriosis and the risk of cancer with special emphasis on ovarian
cancer. Hum. Reprod. 2006, 21, 1237-1242.

Kobayashi, H. Ovarian cancer in endometriosis: Epidemiology, natural history, and clinical diagnosis. Int. J. Clin. Oncol.
2009, 14, 378-382.

Modesitt, S.C.; Tortolero-Luna, G.; Robinson, J.B.; Gershenson, D.M.; Wolf, J.K. Ovarian and extraovarian
endometriosis-associated cancer. Obs. Gynecol. 2002, 100, 788—795.

Kobayashi, H.; Sumimoto, K.; Kitanaka, T. Ovarian endometrioma-risks factors of ovarian cancer development. Eur. J.
Obs. Gynecol. Reprod. Biol. 2008, 138, 187-193.

Griffiths, A.N.; Koutsouridou, R.N.; Penketh, R.J. Rectovaginal endometriosis—A frequently missed diagnosis. J. Obs.
Gynaecol. 2007, 27, 605-607.

Vikstedt, T.; Arffman, M.; Helibvaara-Peippo, S.; Manderbacka, K.; Reissell, E.; Keskimaki, I. Change in medical
practice over time? A register based study of regional trends in hysterectomy in Finland in 2001-2018. BMC Womens
Health 2021, 21, 242.

Lycke, K.D.; Kahlert, J.; Damgaard, R.; Mogensen, O.; Hammer, A. Trends in Hysterectomy Incidence Rates During
2000-2015 in Denmark: Shifting from Abdominal to Minimally Invasive Surgical Procedures. Clin. Epidemiol. 2021, 13,
407-416.



19. Ghiasi, M.; Kulkarni, M.T.; Missmer, S.A. Is Endometriosis More Common and More Severe than It Was 30 Years Ago?
J. Minim. Invasive Gynecol. 2020, 27, 452—-461.

20. Christ, J.P,; Yu, O.; Schulze-Rath, R.; Grafton, J.; Hansen, K.; Reed, S.D. Incidence, prevalence, and trends in
endometriosis diagnosis: A United States population-based study from 2006 to 2015. Am. J. Obs. Gynecol. 2021, 6, 67.

21. Vercellini, P.; Vigano, P.; Buggio, L.; Makieva, S.; Scarfone, G.; Cribit, F.M.; Parazzini, F.; Somigliana, E.
Perimenopausal management of ovarian endometriosis and associated cancer risk: When is medical or surgical
treatment indicated? Best Pract. Res. Clin. Obs. Gynaecol. 2018, 51, 151-168.

22. Marie-Scemama, L.; Even, M.; De La Joliniere, J.B.; Ayoubi, J.M. Endometriosis and the menopause: Why the question
merits our full attention. Horm. Mol. Biol. Clin. Investig. 2019, 26, 37.

Retrieved from https://encyclopedia.pub/entry/history/show/30833



