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ABSTRACT

The incidence of endometriosis in middle-aged women is not minimal compared to that in the repro-
ductive age group. The treatment of affected women after childbearing age to the natural transition
toward menopause has received considerably poor attention. Disease management is problematic for
these women due to increased contraindications regarding hormonal treatment and the possibility for
malignant transformation, considering the increased cancer risk in patients with a long-standing his-
tory of the disease. This state-of-the-art review aims for the first time to assess the benefits of the
available therapies to help guide treatment decisions for the care of endometriosis in women
approaching menopause. Progestins are proven effective in reducing pain and should be preferred in
these women. According to the international guidelines that lack precise recommendations, hysterec-
tomy with bilateral salpingo-oophorectomy should be the definitive therapy in women who have com-
pleted their reproductive arc, if medical therapy has failed. Strict surveillance or surgery with removal
of affected gonads should be considered in cases of long-standing or recurrent endometriomas, espe-
cially in the presence of modifications of ultrasonographic cyst patterns. Although rare, malignant
transformation of various tissues in endometriosis patients has been described, and management is
herein discussed.
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Introduction . .
specific management concerns of reproductive age women,

Endometriosis has traditionally been considered a disease of
the reproductive years. The prevalence of the disease seems
to be ~5%, with a peak between 25 and 35 years of age'. As
an estrogen-dependent disease, it tends to undergo regres-
sion after menopause. Indeed, Punnonen et al.® describe a
frequency of 22% for postmenopausal endometriosis.
Current literature on endometriosis addresses justifiably

including infertility and pelvic pain. Data on postmenopausal
disease, although more limited and largely confined to case
reports and retrospective studies, have some space in the
current literature. Conversely, there has so far been a notable
lack of interest for the treatment options of affected women
after childbearing age to the natural transition
toward menopause.
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Table 1. WHO Medical Eligibility Criteria (MEC)'® revised for women with endometriosis and modified according to age-related important cardiovascular

risk factors.

Age 18-40 years Age >40 years

No cardiovascular risk factors
Body mass index >30
Smoking
<15 cigarettes/day
>15 cigarettes/day
Hypertension
>2 cardiovascular risk factors including vascular diseases

COC?, R?, POP?, LNG-IUD?
POP?, LNG-IUD?, COCP, R?

POP?, LNG-IUD?, COC®, R®
POP?, LNG-IUD?, COC®, R?

R%, POP?, LNG-IUD?, COC®
R%, POP?, LNG-IUD?, COC®
POP?, LNG-IUD?
POP®, LNG-1UD®

POP?, LNG-IUD?, R®
POP?, LNG-1UD?
POP®, LNG-IUDP
POP®, LNG-1UD®

COC, combined oral contraceptives; LNG-IUD, levonorgestrel intrauterine device; POP, progestogen-only pill; R, vaginal ring.

@MEC category 1: method can be used in any circumstances.
PMEC category 2: method can be generally used.

According to an estimation of the Icelandic population
between 1981 and 2000, using Iceland’s extensive record
linkage systems in which each case of visually diagnosed
and histologically verified endometriosis was cross-checked
against the nationwide pathology registry, age-specific inci-
dence in the age groups 30-34, 35-39, and 40-44 years was
estimated at 134, 133, and 13.2/10,000 person-years,
respectively. For the age group 45-49years it was only
slightly lower, being around 12/10,000 person-years during
the latter half of the study period (1991-2000)°. In a retro-
spective German epidemiological study, a descriptive analysis
of 42,079 women undergoing surgical treatment due to his-
tologically confirmed endometriosis in the period 2005-2006
was carried out. The premenopausal group (age 0-45 years)
was represented by 80.36% of the patients, while 7191
patients (17.09%) belonged to the perimenopausal group
(age 45-55years). A total of 16,969 patients (40.33%) admit-
ted to hospital and treated for endometriosis were over the
age of 40years”.

Thus, although the incidence of endometriosis appears
high in perimenopause, surprisingly the interest toward this
category of affected women has been marginal. The topic
was addressed for the first time in 1993 by Witt and Barad®
with a review aimed at discussing the management of endo-
metriosis in women older than 40years, with a distinct focus
on women still requiring childbearing and on menopausal
women. No other contribution can be appreciated in the lit-
erature. However, women in the transitional time between
reproductive life and menopause represent a population fac-
ing unaccustomed issues while treating disease-associated
pain symptoms and preventing recurrences. Some of these
include the increased risk of medical contraindications to
combined hormonal contraceptive (COC) use and the risk of
malignant transformation of the disease considering that the
cancer risk markedly increases in women who have a long-
standing history of the disease®.

On these bases, the aim of this state-of-the-art review is
to gain insight into the benefits and safety of the various
therapies for endometriosis that can help guide treatment
decisions for the care of women approaching menopause.

Onset of natural menopause in endometriosis

Few data are available regarding the age at menopause of
women with endometriosis. The majority of evidence argues
that surgical treatment of ovarian endometriomas impairs

ovarian reserve’, hence earlier occurrence of menopause in
affected women must be considered. Coccia et al® con-
ducted a longitudinal prospective cohort study to investigate
the age of menopause in patients who underwent surgery
for endometriosis. Unfortunately, out of the 302 evaluated
patients the mean age of menopause was only recorded for
43 women, which should not be considered a representative
number. Additionally, a high percentage of women with pre-
mature ovarian failure (16.3%) was observed, the majority of
whom were submitted to ovarian cystectomy for bilateral
endometriomas. This underlies the need for a well-designed
study addressing menopausal age in endometriosis, presently
absent in the literature.

It is not clear whether endometriosis per se can influence
the onset of menopause. Ovarian endometriomas contain
many potentially toxic agents that may diffuse through the
cyst wall and impact the ovarian reserve®.

Other factors could interfere with the age at menopause
of endometriosis women. A reduced body mass index has
been associated with an early age at menopause, probably
in relation to reduced estrogen production by the adipose
tissue. A lower body weight is considered a risk factor for
endometriosis as well'®. On the other hand, the use of high-
dose COCs seemingly advances the onset of menopause by
approximately 1.2 months for every year of COC use com-
pared with no COC use'". Given the impact of natural meno-
pause on the management of endometriosis women, the
ability to predict ovarian reserve in terms of distance to
menopause would be extremely important. Some of the ben-
efits would include reducing the surgery rate in women with
menopause approaching in less than 2years or allowing
clinicians to plan the best long-term management strategy
for those with ovaries predicted to be active for many years
ahead. A long-term treatment balancing between safety and
recurrence prevention should be envisaged also in women
approaching menopause.

This overview has considered evidence collected from
middle-aged women excluding those known to have previ-
ously undergone a natural or iatrogenic menopause.

Recommendations from the international guidelines
on endometriosis

The international guidelines on endometriosis have not pro-
posed precise recommendations for treatment of women
approaching menopause, probably due to the lack of



CLIMACTERIC (&) 3

|eUIIOPQe (P10} ‘HYL ‘SISOLIDWOPUD [9MOG-|lews ‘3gS ‘AI0ISIY SISOLIBWOPUS SNOIARId ‘JHd ‘SISoL1BWOopuUd dIA[Rd ‘Id ‘SISOLIBWOPUS UeLIRAO ‘IO ‘S|

*Aw01231315AY

11dWopud [9mog-abie| ‘397 ‘Awopaloydoo-obuidies |eiaie|iq ‘0Sq

uonedisuod

SISOWO)SRUR PUI-0}-PUS + UOIIISAI [9MOQ |[BWS 39S 91Njosge ‘UoISua)sIp |eulwopae ‘Burwop wnaj! [e1sig of L <L 10T "D 32 uey)
AwopawoAw ‘Awoyaxaupe 1ybu + Uo11d3sal wnd)| Id+30+ 39S uondNIIsqo-opnasd |eluswele) wna|| 1t (2)
Awoydad|od [en swoydwAs uon
-led ‘0Sg + HYL + Uo1123sal plowbiso1das pue wnaj| JHd + 30+ 391 -d>nJ3sqo-opnasd ‘uted diajad d1uoiyd) uonpun( prowbisolday 1t (1) 4 L LOT "ID 33 Odseile) zadoT
0S9 + HVL + Awo1sojo> pue Awodapiowbis IHd + 391 sdwesd |euiwopge pue uonedisuo) uopun( prowbisolday 0S L 26910T “Ip 12 1ejery
uoliediysuod ‘eaydielp buneussye
‘sisawa snoljig-uou ‘Apoojg-uou ‘ured
Jeuiwopae papis-13)| :swoydwAs [euiwopqy uo|od plowbis |eisig
0S9 + HYL ‘Awoisoa)l dooj xejoyrownaud xeJoyjownaud
Buisalp ‘Awoydapuadde ‘uondasal plowbisoday |eluaweled + 391 swoldwAs d1peioyl-uoN |eluaweyed papis-ybiy 8y L \c710T ‘3tiey pue ojuid-pezizy
Awoyaxaupe BunIwoA sno
Y61 + uondsas wnidai-1addn pue plowbis 30 + 391 ‘uonedpsuod ‘uied jeulwopqy uondun( prowbisoldsy ov L 0sEL0T “ID 12 sue]
Awopajodiway ybiy IHd + 3497 ured |euiwopqy wnx?)  Sp(2)
Awo133]001WwaYy 1ybiy JHd + 391 easneu ‘uled jeulwopqy plowbis pue wnia) w (L) 4 &CL0T "D 12 njkos
eayuielp ‘bui
Awoya]0d1way Wby ELal -WOA snoljiq ‘uted |euiwopge [esudd AYd1j0) win3|! [RUIWID| v L gy LOT "ID 12 elemyy
umouun BN Buniwon ‘easneu ‘ured |euiwopqy SABA |BIDD03)| St L ,»CL0T “[p 32 djeun
uopun( plowbisoldal
ay) pue
SISOWO)SeUR + UOI3DISI JOLIUY 1d+30+ 391 sdwesd |eujwopge ‘uted >uisebodAH uo|0d> plowbis v L oy L LOT “1D 33 111358D
SJUD]S J91a.N [eJdlE|lg — PWOISO[0) — :AwolosedeT] uonualsip Jo/pue ured
e-Hyuo 3d + 39S |euiwopge pazijesauab ‘buiiwion ‘easnen wny)| 3% (1)s ,600C “Ip 12 Buor ap
bunwon ‘uonedisuod yum bui
SISOWOISRUR J1|0J03]! + UOIIIISAI |e3d|| 39s -Jeusdyje eaydelp ‘uied jeuiwopge buidwely JA[BA |BIDD03)| % L 8002 "ID 12 ZIny
800C “ID J2 dpeipuy
Aw0350]0d + AW03d3pIoWHIS0IIDY d+ 391 uted [euiwopqy wnypay or (1)z WIAY 9p YUNop
uonediisuod
Awopajodiway by 391/34S yum Buneusayje eayuelp ‘uted jeuiwopqy wna|! exsia 144 L 2,800 “[p 12 311633 3@
Aw0150]0> A1eiodwa) + UO11D3S3I [IIDI JOLISIUR MOT g1 uted jeutwopge Axd1j0> pue Bunwop uopun( prowbisolday o L 1,S00T “[D 32 WHIp|A
211adde Jood ‘Buiniwion ‘uonedisuod
U0I12353J J1U0j0d03)|| 39S yum Buneusayje eayuelp ‘uied jeuiwopqy uopun( |e39309)| W l 0yS00T “ID 32 YiIYS
Awoydaioydoo uoIsn|Id0 [amoq
19| + uoj0d plowbis pue HulpuIISIP JO UOIIISAY 1d+ 391 Jo swoydwAs ‘uied jeuiwopqy plowbis (2% L 6¢C00T "[D 12 Sseuep
(wn23> pajesopad e 01
Kiepuodas snjuolad
Awo03s0]0> Alesodwa) pue uofdasal Jowdy  3d+ 30+ IHd + 391 elxaJoue ‘sdwesd ‘uied jeulwopqy |e23)) prowbis w L 6c100T "D 12 Ynwsiadny
edJeseue ‘Ayjedoialua buisoj-uiay
Awoyadipuadde + uondasals wna)| 3gs -04d uied |euiwopqe pue buneolq ‘eayilelq wny)| w L ,£L00T “[D 12 essniy
AwolawoAw + sisowolseue
|B123J0]|0> pue UOIIIISI JOLUY d+ 391 uted [euiwopqy plowbis St L £L00T "ID 13 elRjOpUBIIY
0S9+HYL
SYIUOW € 10} B-HYuo 39S +3d+ 30 UoNUAISIP [eujwopge ‘BuiiWoA ‘easnep uolpun( |eIa03)| of L £100Z "Ip 12 ojowilng
HYL pue uo1dasal JoLdlue MOT 1d+ 391 uled [eujwopge JamoT wnyay W L eL661 "D 12 eMRYLIOPIN
uoISuISIp |eulwopage
SISOWO)SRUR PU-0}-PUd PUB UOIPIS3I B3| 39S ‘buriwoA Jeljiq ‘uted |eulwopge JUNIWIIU] wnaj| Va7 L 6561 ‘UIAES
(240599 s1eak)
HV1 + Awopadipuadde + sisowolseue eayJlelp ‘uon
1€12310]0> pue U0l plowbis JHd + 30+ 391 -ediysuod ‘ured Ayd1j0d [eulwopge Mo plowbis 8y (7)
Awopadipuadde + sisowolseue
|e23203|1 pUB UOI1J3SAI WNJ)| 34+ 39S Bunjwon ‘uied jeuiwopae Ay2110D dAJA |BIDD03] puR WNJ||  OF (L) 4
JuaWabouLyy SISOLIIaWOpUd swoydwiAs uonn07 (s4DaA) suanpd 10af “loyiny
Jo adf| aby Jo Jaquiny

‘MoIASJ 9iNnjeiall] :Usom memuw__u_u_rc ul SISOlilswopua 0} anp uol1dNJIISqO [9MOQ 91nde JO Sase) 7 a|qeL



4 L. ALIO ET AL.

evidence. Some recommendations have been generated for
women who have completed their family planning with a
persistent and unresponsive symptomatology. The American
College of Obstetricians and Gynecologists'? proposes hys-
terectomy, with bilateral salpingo-oophorectomy, as the
definitive treatment for endometriosis associated with
intractable pelvic pain, adnexal masses, or multiple previous
conservative surgical procedures in women who do not
desire fertility preservation and in whom conservative med-
ical and surgical management has failed. The efficacy of
definitive surgery coupled with ovarian conservation has
been questioned based on evidence indicating that the rela-
tive risk for recurrence of pain after total abdominal hyster-
ectomy was 6.1 (95% confidence interval 2.5-14.6) higher
compared with women who have their ovaries removed. The
relative risk of additional surgery was 8.1 (95% confidence
interval 2.1-31.3) with ovarian conservation'>. On the con-
trary, in a more recent contribution, patients who underwent
endometriosis excision and hysterectomy and were moni-
tored for a median duration of 7.6-11years did not require
reoperation with or without oophorectomy'®.

The 2014 European Society for Human Reproduction and
Embryology guidelines recommend considering definitive
surgery (hysterectomy with bilateral oophorectomy, together
with the removal of all visible lesions) for women who com-
pleted their reproductive arc and have a persistence of
symptoms despite medical therapy'”. However, they also rec-
ommended informing the patients that hysterectomy would
not necessarily cure disease symptoms. A similar recommen-
dation has been proposed by the Society of Obstetricians
and Gynecologists of Canada'®.

The World Endometriosis Society consensus on current
management of endometriosis has declared that recommen-
dations were related to reproductive age women but under-
lined that the role of hysterectomy and of concurrent
oophorectomy represents a matter of debate with little reli-
able evidence to inform practice'”.

According to the National Institute for Care and Health
Excellence', if hysterectomy is indicated for other reasons,
all visible lesions should be excised at the time of the hyster-
ectomy and the women should be informed about the risks
and benefits of the intervention.

1)

Management

CT, GnRH-a, palliative RT

Aromatase inhibitors

GnRH-a, TAH BSO
Not reported

Laparoscopic excision
TAH BSO, excision of pelvic endometriotic pockets,

Surgery (biopsy and external neurolysis),
GnRH-a (n=1), not available (n
D12-L2 laminectomy danazol, BSO

Hormonal treatment
Surgical excision

Neurolysis, GnRH-a
Neurolysis
TAH BSO, neurolysis

Surgery, danazol
GnRH-a

Type of endometriosis®
=2

Intra—extra
Intra—extra
Intra—extra
Intra—extra
Intra—extra
Intra—extra (n
Not available
Intra

Extra
Extra
Extra
Extra
Extra
Intra

Symptoms

- -l -
wv v n (%]

= = ===

= 2 aaacaa

1

P,SL(n=1); P, W,SL (n=1)
Gait disturbance, headache

p
P,

P, SL, W
P, W, SL

2), pelvic

Location
=1)
2)

peritoneal pocket (n

Sciatic nerve
Sacral plexus, pudendal nerve,sciatic nerve

Sciatic nerve
Sciatic nerve, L5-51 spinal nerves

Sciatic nerve, gluteal nerve
Sciatic nerve

Sciatic nerve

Sciatic nerve
Lumbosacral plexus
L5-S1 spinal nerves
Sciatic nerve (n
Cerebellar vermis
Conus medullaris

46
5
50
5
44
M
5
49
45
50, 46
40
40

41, 41, 40  Peritoneal endometriosis (n
45

Use of hormonal drugs in middle-aged women
affected by endometriosis

— — o — —_— == = N — —

The use of hormonal drugs in women older than 40years of
age raises concerns in the gynecological community with
regards to their safety. Perimenopausal women are at higher
risk for the development of unwanted side effects related to
the administration of hormones compared to younger
women. Therefore, guidelines on the topic have been pub-
lished and are continuously reviewed, in order to reduce the
onset of potentially dangerous complications'®. In general
terms, no hormonal method is contraindicated solely on the
basis of age. However, in most developed countries, the gen-
eral middle-aged population is at risk of cardiovascular disor-
ders or various cancer types, including breast, endometrial,

Number of patients Age (years)

%Intra, intraneural endometriosis (i.e. confined to the nerve); intra—extra, intraneural-extraneural endometriosis (i.e. infiltrating the nerve as well as extending outside the nerve); extra, extraneural endometriosis (i.e. out-

BSO, bilateral salpingo-oophorectomy; CT, chemotherapy; GnRH-a, gonadotropin-releasing hormone agonist; P, pain; RT, radiotherapy; SL, sensory loss; TAH, total abdominal hysterectomy; W, weakness.
side the nerve, described as extrinsically ‘compressing’ or being ‘attached’ to the nerve).

Table 3. Clinical characteristics of endometriosis of the central and peripheral nervous system in middle-aged women: literature review.

Siquara De Sousa et al., 2015 67

Richards et al., 1991°8
Zager et al,, 1998°°
Vilos et al., 2002%°
Lacroix-Triki et al., 2004°%"
Fatemi et al., 2005%2
Nagra et al., 2010%3
Floyd et al., 20115
Ceccaroni et al., 2011%°
Ghezzi et al,, 2012 %
Capek et al., 2016
Arényi et al., 2016
Sarma et al., 2004 7°
Agrawal et al., 2006""

Author, year



Table 4. Cases of malignant transformation of bladder/neurological/thoracic endometriosis in middle-aged women: literature review.

Type of
endometriosis

BE

Number of

Management and recurrence

Diagnosis

MRI/TC

Symptoms and previous HoE

Location and histological type of tumor

Age (years)

patients

Author, year

Anterior resection of the rectum,

Bladder clear cell adenocarcinoma Low back pain, proctorrhagia

40

Balat et al., 19967

partial cystectomy and right

Colonoscopy

No previous HoE

invading rectum

Right ovary

adnexectomy, CT (carboplatin)
TAH BSO, partial cystectomy, pel-

endometriosis

Pelvic US

Gross hematuria, irregular menses

Bladder endometrioid adenocarcinoma

BE

54

Mann et al., 2012”°

vic LND and anterior vaginal

wall resection
TAH, partial cystectomy, ureteral

TURBT

No previous HoE

Pelvic US

Urinary incontinence, Minction pain

Bladder endometrioid carcinoma

BE

45

Tarumi et al., 201572

stents, CT (docetaxel/carbopla-

tin)

MRI

Previous HoE

No recurrence
TAH BSO, pelvic LND, anterior

Bladder clear cell adenocarcinoma Urinary incontinence, Urinary Pelvic US,

BE

44

Miller et al., 20167°

exenteration, ileal conduit, CT
(carboplatin + paclitaxel)

cystoscopy, TURBT

infections and hematuria

No previous HoE

No recurrence at 6 months

Lobectomy

T

No previous HoE

Central-type lung cancer

TE

45

Yu et al., 2013%

No recurrence

Bronchoscopy
with biopsy

MRI

TAH BSO, excision of pelvic endo-

Left buttock mass and motor deficit

Low-grade endometrial stroma of sciatic nerve

NE

50

1

Lacroix-Triki et al., 2004%!

metriotic pockets, CT, GnRH-a,

palliative RT

Previous HoE

BE, bladder endometriosis; BSO, bilateral salpingo-oophorectomy; CT, chemotherapy; GnRH-a, gonadotropin-releasing hormone agonist; HoE, history of endometriosis; LND, lymph node dissection; MRI, magnetic reson-

ance imaging; NE, neurological endometriosis; RT, radiotherapy; TAH, total abdominal hysterectomy; TC, computed tomography; TE, thoracic endometriosis; TURBT, transuretheral resection of the tumor; US, ultrasound.
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ovarian and gastrointestinal cancers. Therefore, the use of
hormonal compounds could become a reason for concern.
We refer to the WHO Medical Eligibility Criteria (MEC)'® for
recommendations on the hormonal treatments to use in the
case of women aged 40years or older with or without car-
diovascular risks or severe hypertension.

In patients with endometriosis, safety represents a very
important issue because patients may need long periods of
treatments even during advanced reproductive years.
Progestins (norethisterone acetate or dienogest) have been
proven effective in reducing various types of pain including
dysmenorrhea and dyspareunia and, belonging to MEC cat-
egory 1, should be preferred in perimenopausal women
(Table 1). As far as the progesterone-only pill is concerned,
persistent bleeding is a common finding, not occurring with
combined contraception. Vaginal bleeding in perimenopausal
women requires further investigation in order to exclude all
other gynecological pathologies that more commonly mani-
fest above 40years of age. Therefore, additional costs and
invasive procedures, namely hysteroscopy, may be required,
and could even be considered as additional side effects in
the case of progesterone-only treatment. Low-dose oral nore-
thisterone acetate is probably the best choice for rectovagi-
nal lesions?°. COCs, belonging to MEC category 2, can be
generally used cyclically or continuously in women with low
risks and constitute an adequate first-line option for periton-
eal and ovarian endometriosis'®. This hormonal therapy is
also effective to reduce the risk of recurrences of these
lesions, above all on endometrioma reformation after surgical
excision®'. In patients with painful endometriosis close to
menopause, considering the side effect of COCs, gonado-
tropin releasing hormone agonist (GnRH-a) should be cited,
unsuitable for the long term but very effective in reducing
pain in the short term??,

As far as the risk for cancer is concerned, women who
have used COC for prolonged periods for ovarian endome-
triomas should be informed that they are simultaneously
protected from an increase in the risk of endometriosis-asso-
ciated ovarian cancer. According to Modugno et al.?, the
use of COCs for >10years is associated with 80% reduction
in risk. After the early forties, however, unilateral oophorec-
tomy plus bilateral salpingectomy could be the best risk-
reducing approach, as this would imply not only prevention
of endometrioid and clear cell tumors, but also of high-grade
serous ones'. The use of hormonal drugs increases the risk
of developing cervical cancer, but this risk is counterbal-
anced by the compliance of women to the national screen-
ing programs for this disorder. Less clear data regard breast
cancer but, again, screening and routine clinical examina-
tions are able to decrease the potential minimal risk induced
by the hormonal treatment'®.

Hormone replacement therapy in women with
surgical-induced menopause for endometriosis

Some reviews have addressed the use of hormone replace-
ment therapy (HRT) in postmenopausal women with endo-
metriosis?>*?> but postmenopause is not the focus of this
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article. On the other hand, middle-aged women might
receive surgical treatment leading to a surgical-induced
menopause. Women should not be denied HRT treatment
simply because of a history of endometriosis as there is a
general consensus that the benefits of its use would far out-
weigh its risks, particularly in women with an early natural or
surgical menopause'”. Moreover, there appears to be no rea-
son to delay starting HRT after surgery®*. A full and frank dis-
cussion with the patient should be held about the risks and
benefits of this treatment. The risk for malignant transform-
ation of endometriotic tissue is increased in women with
residual disease after surgery. Unopposed estrogen might
carry the highest risk; it may be safer to give either continu-
ous combined estrogen—progestogen therapies or tibolone
as the risk of recurrence may be reduced®.

Methods

Information for this review was identified by searches of
Medline and PUBMED and references from relevant articles
from inception until March 2018 using combinations of the
MESH terms ‘endometriosis’ OR ‘endometriosis management’
OR ‘endometriosis medical treatment’ OR ‘endometriosis
malignant transformation’ OR ‘endometriosis-associated can-
cer’ OR ‘endometriosis-associated tumor’ OR ‘endometriosis
surgery’ with ‘perimenopause’ OR ‘middle-aged women'. The
search was limited to peer-reviewed, full-text articles in the
English language. Three authors (P.V., J.O., L.B.) reviewed the
articles and discrepancies were resolved by consensus. The
eligibility of the studies was firstly based on titles and
abstracts. Full manuscripts were obtained for all selected
papers and decision for final inclusion was made after
detailed evaluation of the articles. Abstracts accepted in con-
ferences were excluded from the review.

Management of urinary tract endometriosis in
middle-aged women

Bladder endometriosis

Contradictory data are reported about the optimal treatment
(medical or surgical) in bladder endometriosis in women
older than 40years of age. Westney et al.*® reported excel-
lent results in 14 patients with bladder endometriosis treated
with either low-dose COC or progestins: 92% of patients
reported partial or complete resolution of symptoms with a
median follow-up of 18.6months. The mean age of this
cohort of patients was 48.7 years, with 78.6% of patients
being older than 40 years®®.

Others claimed that both the symptoms associated with
bladder endometriosis and the lesion itself may respond sub-
optimally to medical therapies due to the desmoplastic reac-
tion within the detrusor resulting from repetitive bleeding
and consequent continuous local insult?’. Recurrence might
be an issue in this context. Conversely, possible complica-
tions related to the surgery should not be underestimated in
patients approaching menopause. Indeed, if endometriosis
lies very close to the trigone, surgical excision can cause

postoperative neurogenic bladder. Moreover, in about 10%
of the women, vesicovaginal fistulas have been described®,
Importantly, since the lesions might be associated to other
deep localizations, surgery tends to be performed in con-
junction with other high-risk procedures such as bowel
surgery”®2°,

Thus, according to the limited evidence, hormonal treat-
ments (COCs and progestogens) may not cure but seem to
be effective in temporarily suppressing bladder endometri-
osis in women with an impending menopause?”. In any case,
patients should be informed that the disease may progress
after medical treatment, so regular follow-up is advisable. For
patients with contraindications to hormonal therapies or
who refuse the medication but experience pain despite med-
ical treatment, surgical excision of bladder endometriosis
should be performed.

Ureteral endometriosis

Treatment of ureteral endometriosis is primarily surgical®’.
The surgical treatment aims to relieve ureteral obstruction
and avoid recurrence. It should be tailormade, from ureterol-
ysis to ureteroneocystostomy or ureteral resection with end-
to-end anastomosis, depending on the extent of the ureteral
infiltration, the location of the lesion, and the conditions of
the ureter after ureterolysis®*. Moreover, hysterectomy with
or without bilateral salpingo-oophorectomy may be consid-
ered in women with obstructive ureteral disease older than
40years who have completed childbearing. Hysterectomy
should be combined with the removal of any other endo-
metriotic implants, especially deep lesions often associated
with ureteral endometriosis'®. It should be underlined that
with ovarian conservation, 27% of patients will need add-
itional surgery for recurrent pelvic pain, whereas only 3% of
patients undergoing hysterectomy and oophorectomy will
require reoperation'®.

Management of bowel endometriosis in middle-
aged women

Benign symptomatic bowel endometriosis

In women with known intestinal endometriosis, the peri-
menopausal years pose a challenge due to persistence of
pain, reactivation, or malignant degeneration, even in
women with prior surgery®'. Women previously operated for
bowel endometriosis approaching menopause with no signs
of recurrence and a good control of symptoms with medical
therapy should continue hormonal therapy in use, if not con-
traindicated. Surgery, on the other side, is generally per-
formed for obstructive lesions and for treatment of refractory
pain®'. The patient should be aware that definitive surgery
will not necessarily cure the disease, since cases of bowel
endometriosis that occurred after surgical menopause are
reported in the literature in about 14% of cases'®.



Bowel endometriosis presenting as acute
bowel occlusion

Although rare, acute bowel obstruction is a serious complica-
tion of bowel endometriosis, more commonly found in
women presenting with rectosigmoid involvement and
requiring emergency surgery. Table 2 reports the cases of
acute bowel occlusion presenting in perimenopausal women
with endometriosis®*™*, most of them occurring without a
previous diagnosis of the disease. The acute event has been
preceded by bowel symptomatology such as constipation or
diarrhea in some cases, not necessarily correlated to menses.
Because malignant transformation cannot be excluded pre-
operatively and medical treatment may cause fibrosis, the
definitive treatment is generally a surgical resection of the
affected bowel segment, enabling the histopathological
examination of the resection material.

Management of ovarian endometriosis in middle-
aged women

Progestins and COCs showed great success in the treatment
of symptoms related to ovarian endometrioma during repro-
ductive age and they are considered as first-line treatment
until 50years of age'®. Surgery should be offered to symp-
tomatic patients unresponsive to medical therapy independ-
ently of their age. The available evidence supports long-term
medical therapy also after surgery to prevent recurrence of
the disease and symptoms'>?'. However, in middle-aged
women the risk of an occult malignancy in the endometriotic
cyst represents a critical issue. Thus, the risks associated with
surgery (complications, recurrences, surgical menopause)
should be balanced with the risks associated with malignant
transformation. Ovarian cystectomy represents the gold
standard for the surgical treatment of an endometrioma,
although in patients approaching menopause who have sat-
isfied their pregnancy desire, bilateral salpingo-oophorec-
tomy is a reasonable option to lower the risk of recurrences
and ovarian cancer®.

Management of rare endometriosis: thoracic
endometriosis syndrome and endometriosis
involving the nervous system

Catamenial pneumothorax is primarily treated by definitively
managing the presenting feature (e.g. chest tube drainage of
pneumothorax) followed by secondary prevention of recur-
rences (e.g. blebectomy, pleurodesis, repair of diaphragmatic
fenestrations followed by hormonal suppression)®>.
Consistent data on the management of thoracic endomet-
riosis syndrome in the perimenopause period are lacking;
five cases of thoracic endometriosis in women aged
40-50years have been described®'*%*’. Four cases reported
a right-sided pneumothorax (80%) that seems to be the
most frequent side for location of thoracic endometriosis,
while in one case (20%) pneumothorax has not been
reported but thoracic endometriosis syndrome was associ-
ated with the presence of right-sided pleural effusion and
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adhesions on the pleural surface with hemorrhagic spots®’.
The thoracic location of endometriosis was associated with
an intestinal endometriosis in 20% of the cases®®, while in
another case the patient presented also adenomyosis, ovar-
ian cyst, and ascites®’. Clinically, chest pain during menstrual
period was present in four cases (80%) and other respiratory
symptoms, such as breathlessness, cough, and chest discom-
fort, have also been frequently reported in association (60%).
The complete absence of thoracic clinical symptoms has
been reported in two cases (40%). The management
included medical treatment, mostly with GnRH-a and proges-
tins (medroxyprogesterone acetate, cyproterone), and surgi-
cal treatment, represented by pleurodesis and/or
hysterectomy and salpingo-oophorectomy. Thus, according
to experience and data from observational studies, patients
affected should be treated with hormonal therapy (COCs or
progestins) if there are no serious side effects. However, if
recurrence occurs during hormonal therapy or side effects
are intolerable, bilateral salpingo-oophorectomy is indicated.

Endometriosis  involving the nervous system, or
‘neuroendometriosis’, is an infrequent finding. Seventeen
cases of neurologic endometriosis diagnosed in perimeno-
pausal age have been reported in 14 studies (Table 3)°%7".
Somatic nerves were involved in 15 of the women and the
central nervous system was involved in two. Clinical manage-
ment included surgical treatment, mostly represented by
neurolysis and/or hysterectomy and salpingo-oophorectomy,
and/or treatment with GnRH-a.

Malignant transformation of endometriosis lesions
in middle-aged women

Malignant transformation of endometriosis is estimated to
occur in about 0.7-1.6% of women affected by endometri-
osis, with the ovary being the primary site in 79% while
extraovarian sites account for about 20% of cases’?. Specific
criteria are recognized for the malignant transformation of
endometriosis’>.

Cases of malignant transformation of bladder
endometriosis

There are only nine cases describing cancer from bladder
endometriosis, with four cases being in perimenopause. The
histological type was primarily clear cell carcinoma, while the
endometrioid adenocarcinoma was the second most com-
mon?® (Table 4)’>7#7%. A univocal treatment approach is
lacking and there are no shared guidelines for adjuvant med-
ical treatment, consequently the commonly used chemother-
apy for ovarian cancer has always been appointed. Based on
the few available data, it is not possible to determine
whether bladder tumors originating from malignant trans-
formation of urinary endometriosis have a better prognosis
than primitive bladder tumors, but a case of tumor due to
recurrence of the specific disease has yet to be reported.
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Cases of malignant transformation of bowel
endometriosis

Slavin et al.”” described 23 cases of endometriosis-associated

intestinal tumors, 10 of which were in perimenopausal age.
All considered cases underwent surgical treatment with a
subgroup following chemotherapy (three cases) or radiother-
apy (two cases). The majority of patients survived with no
evidence of disease whereas death occurred in four
patients”’. Kobayashi et al.”® reported the case of a 45-year-
old woman previously diagnosed with endometriosis affected
by an endometrioid adenocarcinoma of the rectosigmoid,
and readily discussed all of the reported cases of endometri-
osis-derived intramural endometrioid adenocarcinomas (4
out of 14 cases in perimenopausal age). The median age of
the cohort at diagnosis was 55years (range 38-80years).
Twenty-two percent of the patients had been previously
treated for endometriosis. Primary surgical treatment was
considered the treatment of choice with complete resection
of all disease and appropriate staging biopsies. Even if the
use of adjuvant chemotherapy in advanced stage is contro-
versial, platinum drugs and taxol were given in some cases.
Most endometriosis-associated endometrioid carcinomas are
low grade and limited to their site of origin, with a generally
good prognosis’®.

Concerning high-grade endometriosis-associated stromal
sarcoma (ESS), Chen et al.”® described a tumor emerging in a
42-year-old woman with no history of endometriosis and
reviewed another 10 cases reported in the literature, three of
these in perimenopause. Optimal cytoreductive surgery with
adjuvant radiotherapy was considered the optimal therapy
for ESS, with better outcomes than surgery alone. High-grade
ESS has a worse prognosis than low-grade ESS, with higher
relapse rates, requiring a life-long follow-up®°.

Cases of malignant transformation of ovarian
endometriosis

The risk of ovarian cancer appears particularly elevated
among subjects with a long-standing (>10years) history of
ovarian endometriosis, women with recurrent endometrio-
mas, or in the case of de-novo endometrioma in women
aged >45years®. Other potential risk factors for malignancy
include endometrioma sized over 9cm or rapid growth of
the cyst®'.

The treatment plan for each patient should undoubtedly
be individualized based on the patient’s symptoms, age, fam-
ily history, and ultrasound appearance.

Guerriero et al®? showed that sonographic characteristics
of ovarian endometriomas vary with age. As age increases,
multilocular cysts and cysts with papillations and other solid
components become more common, while the ‘typical’
ground glass echogenicity of cyst fluid and tender mass on
ultrasound scan become less common. Papillary projections
and solid components have been demonstrated to increase
the risk of malignancy, but these findings may also occur in
benign endometriomas, especially in older women.
Therefore, ultrasound diagnosis could be challenging in this

age group because of the most frequent ‘atypical aspects’.
However, malignant transformation exhibits characteristic
features like the overall ovarian masses: the presence of a
‘vascularized solid component’ is usually highly accurate in
discriminating between benign and malignant cysts®2. When
a malignancy is doubtful or suspected, surgery is considered
as first-line treatment. Strict surveillance or surgery options
should be discussed with perimenopausal women with small
typical long-standing or recurrent endometriomas, especially
when modifications of ultrasonographic cyst patterns occur®.
If surgery is chosen in women not wishing conception,
removal of the affected ovary/ovaries rather than cystectomy
together with bilateral salpingectomy should be performed.

Cases of malignant transformation of thoracic and
neurological endometriosis

A single case with malignant transformation of thoracic and
neurological endometriosis in perimenopausal age has been
described in the literature (Table 4)°"%,

Conclusions

This state-of-the-art review aims for the first time to assess
the benefits and safety of the various therapies that can dir-
ect endometriosis treatment decisions for women approach-
ing menopause. The menopause age for women with
endometriosis is presently poorly defined but safety repre-
sents a critical issue for these women because they may
need long periods of treatments even during advanced
reproductive years. Progestins seem effective in suppressing,
but not curing, bladder, bowel, and thoracic endometriosis
in women with a good control of symptoms. Hysterectomy
with bilateral salpingo-oophorectomy is currently the defini-
tive therapy for women who have completed their repro-
ductive arc and for those with failed medical therapy. For
ovarian endometriosis, strict surveillance or surgery with
removal of the affected gonads should be considered in
cases of long-standing or recurrent endometriomas, espe-
cially in the presence of modifications of ultrasonographic
cyst patterns. Although malignant transformation is rare,
cases in endometriosis women approaching menopause
have been described.
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