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Simple Summary: This study aimed to review the research on the quality of life after hysterectomy
(surgical removal of the womb) to prevent endometrial (womb) cancer. We conducted a systematic
review on this topic, and found only four papers. After this operation, women had reduced worry
about cancer, and were generally satisfied. There was a severe impact from the removal of both
ovaries, which resulted in menopause-symptoms, particularly for women not taking hormone-
replacement. We also looked at papers reporting quality of life after hysterectomy to treat heavy or
abnormal periods. We found 25 papers, and generally these reported that women were satisfied after
this operation, with improved quality of life, and were very unlikely to have worse sexual function or
urinary problems. This review demonstrates that there is very little evidence on quality of life after
this surgery to prevent endometrial cancer, and highlights how more research is needed.

Abstract: Background: Risk-reducing hysterectomy (RRH) is the gold-standard prevention for
endometrial cancer (EC). Knowledge of the impact on quality-of-life (QoL) is crucial for decision-
making. This systematic review aims to summarise the evidence. Methods: We searched major
databases until July 2022 (CRD42022347631). Given the paucity of data on RRH, we also included
hysterectomy as treatment for benign disease. We used validated quality-assessment tools, and
performed qualitative synthesis of QoL outcomes. Results: Four studies (64 patients) reported on RRH,
25 studies (1268 patients) on hysterectomy as treatment for uterine bleeding. There was moderate
risk-of-bias in many studies. Following RRH, three qualitative studies found substantially lowered
cancer-worry, with no decision-regret. Oophorectomy (for ovarian cancer prevention) severely
impaired menopause-specific QoL and sexual-function, particularly without hormone-replacement.
Quantitative studies supported these results, finding low distress and generally high satisfaction.
Hysterectomy as treatment of bleeding improved QoL, resulted in high satisfaction, and no change
or improvements in sexual and urinary function, although small numbers reported worsening.
Conclusions: There is very limited evidence on QoL after RRH. Whilst there are benefits, most adverse
consequences arise from oophorectomy. Benign hysterectomy allows for some limited comparison;
however, more research is needed for outcomes in the population of women at increased EC-risk.

Keywords: endometrial cancer prevention; risk reducing hysterectomy; hysterectomy; quality of life;
satisfaction; decision regret; menopause; Lynch syndrome
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1. Introduction

Endometrial cancer (EC) affects over 417,000 people per year [1], and is predicted to
increase by 50% by 2040 [2]. Whilst the average lifetime risk is around 3%, some individuals
are at increased risk due to genetic factors, which include Lynch Syndrome (up to 57% [3]),
Cowden syndrome (up to 28%) [4], an affected family history [5], and numerous single
nucleotide polymorphisms (SNPs) [6]. Additionally, non-genetic risk factors include obesity,
type-2 diabetes, nulliparity and Tamoxifen use [7–9]. Prediction models are being developed
to provide individuals with personalised risk scores incorporating these factors [10,11].

For women at substantially increased EC risk, such as those with Lynch syndrome,
EC prevention is highly cost-effective for health systems [12,13] and recommended by
international guidelines [14]. The most effective prevention is surgical removal of the
uterus in the form of risk-reducing hysterectomy (RRH), which prevents 100% of EC
cases [15]. RRH is commonly performed in combination with removal of the fallopian
tubes and ovaries (bilateral salpingo-oophorectomy—BSO), as most women with Lynch
syndrome who undergo this surgery are also at increased risk of ovarian cancer (OC) [16].

Hysterectomy can be performed abdominally in the form of total abdominal hys-
terectomy (TAH), vaginally, laparoscopically either as laparoscopically assisted vaginal
hysterectomy (LAVH) or total laparoscopic hysterectomy (TLH), or total robotic hysterec-
tomy (TRH) [17,18]. In the modern era, a minimally invasive technique (TLH or TRH)
is the gold-standard in suitable patients [14,19], although variation exists due to surgeon
preference and training, and between different regions [20].

RRH may cause a number of potential adverse consequences, including the inability of
pre-menopausal women to carry further pregnancies, and a possible detrimental impact on
quality of life (QoL) [21,22]. RRH can affect sexual and bladder function due to anatomical
proximity of the uterus in relationship to the vagina and the bladder. Pre-menopausal
BSO results in surgical menopause which refers to a premature loss of ovarian function,
leading to associated vasomotor and cognitive symptoms, and a negative impact on sexual
function [23]. Surgical menopause is also associated with long-term increased risk of
cardiovascular disease and osteoporosis [24]. These symptoms and long-term risks can be
mitigated through the use of hormone-replacement therapy (HRT), which is recommended
in such cases until the age of natural menopause provided no contraindications exist [25].

QoL is a multi-dimensional construct which accounts for objective and subjective mea-
sures of wellbeing [26]. Understanding the impact of any cancer prevention intervention on
QoL is critical for patients and clinicians in deciding whether to undertake a procedure, as
the QoL impact must be weighed against the benefits of reduction in cancer risk and worry.
Validated assessment tools such as EQ-5D [27] allow objective quantification of QoL using
utility scores, on a scale 0–1 with 1 representing perfect health and 0 death. This further
allows for the calculation of quality adjusted life years (QALYs), and health-economic
modelling of preventive strategies [28]. Previous health economic modelling studies on EC
prevention have lacked high-quality data on utility scores of RRH, using estimates rather
than values derived directly from patients who have undergone RRH, and results were
sensitive to these (estimated) utility scores [13,29]. Therefore, determining the QoL after
RRH remains a priority. This will advance research focused on further determining optimal
strategies for EC prevention, as well as generating evidence to effectively counsel patients.
To the best of our knowledge, no previous study has attempted to systematically review or
synthesise evidence of QoL after RRH.

The primary aim of this systematic review is to summarise published evidence on the
QoL impact of RRH for EC prevention. Secondary aims are to compare QoL outcomes
in RRH-alone vs. RRH and BSO, across different types of surgical routes. Finally, in
order to obtain more robust estimates on QoL post hysterectomy, we aimed to include and
summarise studies that report on the impact of hysterectomy on QoL (with or without BSO)
when performed for selected benign gynaecological diseases (any surgical route).
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2. Materials and Methods

We followed a prospectively registered protocol (PROSPERO CRD42022347631) and
reported in line with Preferred Reporting Items for Systematic Reviews and Meta-analyses
(PRISMA) [30].

2.1. Literature Search

We searched PubMed, Medline & Embase from inception to July 2022 using a pre-
defined search strategy (File S1). This strategy was validated [30] by evaluating whether it
could identify a set of four clearly eligible studies identified on preliminary searches [31–34].
Additionally, reference lists from relevant primary studies and review articles were man-
ually searched (including systematic reviews of hysterectomy for other indications), and
researchers with expertise in the area consulted.

2.2. Study Selection (Inclusion Criteria)

We followed a Population Intervention Comparator Outcomes (PICO) framework
to specify our inclusion criteria (Figure 1). Our primary population was defined as
women ≥18 years of age at increased risk of EC (including Lynch Syndrome).
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Figure 1. PICO framework of the systematic review. EC, Endometrial cancer; HMB, Heavy menstrual
bleeding; DUB, Dysfunctional uterine bleeding; BSO, Bilateral salpingo-oophorectomy; QoL, Quality
of Life.

2.3. Using a Surrogate Population Model with Alternative Surgical Indication

As we anticipated, and confirmed by our preliminary searches, there is slim evidence
on QoL after RRH for EC prevention. Hence, we prospectively sought an alternative
population model to investigate our outcomes, with as near homogeneity as possible to
that undergoing risk-reduction. On that basis, we included studies describing women
undergoing hysterectomy as a treatment for selected gynaecological conditions, where the
procedure may be similar to RRH. We considered hysterectomy for the following indica-
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tions as suitable: women with heavy menstrual bleeding (HMB including fibroid related
HMB)/dysfunctional uterine bleeding (DUB), and endometrial hyperplasia, as the oper-
ative procedure may be similar (including hysterectomy with and without BSO) [18,35].
Studies describing women undergoing hysterectomy predominantly for fibroids (causing
pressure symptoms), endometriosis/adenomyosis and pelvic pain were excluded, as the
hysterectomy procedure may be more complex than RRH, with large uteri or extra-uterine
pelvic disease/adhesions, and there may be more complex and varied baseline symptoma-
tology and hence reduced pre-operative QoL compared to women undergoing RRH for EC
prevention [18,35]. This would make comparisons of post operative QoL following RRH
versus this alternative indication more difficult.

However, many studies on HMB/DUB recruit women with co-existent pain disor-
ders/pathology. On that basis, we included studies recruiting women who underwent
hysterectomy for HMB/DUB if they contained a proportion of patients with pain dis-
orders in keeping with reference (prevalence) values from the general population. We
found no evidence to suggest that women with Lynch Syndrome/women undergoing RRH
have a different underlying prevalence of benign gynaecological disease from the general
population, and so it is reasonable to assume that a proportion of risk-reducing hysterec-
tomies will contain co-existent endometriosis/adenomyosis. We estimated the reference
prevalence of dysmenorrhoea in the general population from a systematic review [36] as
15% for severe pain [37,38], 23–37% for moderate-severe pain [39,40], and up to 76% for
any pain [39]. The pooled prevalence of adenomyosis was estimated at 22.6% (95% CI
12.7–37.1%) from another systematic review [41]. The prevalence of endometriosis was
estimated as 11.4% (95% CI 11.1–11.7%) when including suspected and confirmed cases by a
large longitudinal study [42]. If the proportions were not specified but consecutive patients
(from general population) were included, we assumed these were within the proportions
of normal epidemiology.

2.4. Intervention

The intervention was total hysterectomy via any route (abdominal/laparoscopic/
vaginal/robotic, or any combination).

2.5. Comparators

We aimed to compare women undergoing hysterectomy with BSO to those without
BSO, separately for each population undergoing hysterectomy. We aimed to compare
women having abdominal hysterectomy to those having minimally invasive surgery (in-
cluding laparoscopic/robotic/laparoscopically assisted vaginal/vaginal), separately for
each population.

2.6. Outcomes

We report studies including women undergoing RRH for EC prevention separately
from studies with women undergoing hysterectomy as treatment for HMB/DUB, and
endometrial hyperplasia. We included studies which reported QoL outcomes, with at least
4 months’ post-operative follow-up. This was further divided into generic QoL, menopause
symptoms, sexual function, satisfaction, bladder function, and psychological measures
including decision regret, cancer worry, anxiety or depression.

2.7. Exclusion Criteria

We excluded studies that included: (1) women who were receiving hysterectomy as
part of treatment for any cancer, as cancer treatment is often more extensive than RRH,
with some patients requiring more radical surgery including pelvic lymphadenectomy, and
adjuvant chemo/radiotherapy. Furthermore, endometrial cancer survivors have lower
QoL compared to population norms many years after treatment [43]. (2) women having
treatment for any urogynaecological disease (including pelvic floor prolapse), as the ref-
erence QoL of these women may not be representative of the baseline QoL of women
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undergoing RRH for EC prevention, (3) similarly women having treatment solely for pelvic
pain/endometriosis/adenomyosis as the primary symptom/disease, as the QoL of these
women are not representative of women undergoing RRH for EC prevention (although see
caveats described above), (4) women having subtotal hysterectomy (without removal of
the cervix), as this treatment is not performed for risk-reduction, (5) case reports, (6) review
articles (7) studies describing post-operative follow-up of under 4 months’ duration.

2.8. Screening of the Literature

Retrieved titles were initially transferred into reference-management software (End-
Note 20.2, Clarivate-Analytics) and duplicates were removed. Two independent reviewers
(SO and RX) initially screened the titles and abstracts. Following this, we retrieved the full
texts of the shortlisted abstracts to assess eligibility for inclusion. Any disagreement was
resolved by a third reviewer (MS) or the senior author of the study (RM). We included any
study design with no restriction that follows our PICO framework and reports at least one
QoL outcome. This refers to prospective or retrospective cohort studies, randomised trials
or case series.

2.9. Data Extraction

Data were extracted in duplicate by two independent reviewers (SO and RX) using
predesigned Microsoft Excel spreadsheet tables for relevant outcomes. We extracted data on
study setting, design, included population, surgical intervention, reported QoL outcomes,
and relevant findings for patients undergoing hysterectomy. Any differences were resolved
by a third reviewer (MS) or senior author (RM).

2.10. Quality Assessment

Four independent reviewers (SO, RX, XW and AK) assessed the internal validity (bias
specific to the study) of the included studies against validated tools. For qualitative studies
we used the National Institute for Health and Care Excellence (NICE) quality appraisal
checklist [44], for randomised controlled trials the Jadad score [45], and for cohort studies
the Newcastle Ottawa Scale (NOS) [46].

2.11. Analysis

As we anticipated significant heterogeneity in the form of reporting QoL across studies,
we did not intend to perform meta-analysis. Instead, we performed a qualitative synthesis
of the results in structured tables which describe elements defined by our PICO framework.
This includes study design, country of origin, follow-up pattern, route of hysterectomy,
outcome (and relevant tool used) measured. We aimed to report extracted data in a unified
(coded) way to facilitate interpretation. Coding of data was facilitated by agreement
between the 3 reviewers (SO/RX/MS) and the senior author (RM).

2.12. Data accuracy and Availability

SO, RM, MS are the guarantors of the data quality. The corresponding and senior
author (RM) made the final decision to submit for publication. All data related to this study
are presented within the article and supplementary material.

2.13. Ethical Approval

As this is a review of existing literature, no ethical approval was required.

3. Results
3.1. Characteristics of Included Studies

Figure 2 summarises the study identification and selection process.
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Figure 2. PRISMA flow diagram of study selection [30].

Our initial search yielded 1634 initial citations; 19 systematic reviews [47–62] were
manually checked for references yielding an additional 34 citations. Twenty-nine studies
(1332 patients) were included in our qualitative synthesis—see Table 1 (characteristics
of included studies). Four studies (including 64 patients) were cohort studies which
investigated QoL outcomes in women undergoing RRH for Lynch Syndrome [31–34]. The
mean duration of follow-up ranged from 49 to 57 months. A further 25 studies (including
1268 patients) met inclusion criteria for our additional population analogue, and described
hysterectomy as a treatment of benign disease, specifically treatment of HMB/DUB [63–87].
Fifteen studies reported on 9 randomised controlled trials (RCTs), and 8 studies reported
on separate cohort studies. Mean follow-up ranged from 6 months to 10 years.
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Table 1. Characteristics of included studies.

First Author, Year Country Study Design
Hysterectomy
Sample Size at
Follow-up (n)

Age of Hysterectomy
Participants (Years)
(mean ± SD Unless

Specified)

Follow-up
(Months) Population/Indication BSO Route of Hysterectomy

Risk-reducing hysterectomy

Moldovan 2015 [31] UK Qualitative and cohort 14 (quantitative) 11
(qualitative) 52.5 12–144 Lynch Syndrome +

family history 11/14 (78.6%) TAH

Etchegary 2015 [32] Canada Qualitative 8 49 (range 33–64) 1.5–96 (mean 42) Lynch Syndrome yes LAVH (6), TAH (2)
Etchegary 2018 [33] Canada Qualitative 8 49 (range 33–64) 36–120 Lynch Syndrome yes TAH and TLH

Kalamo 2020 [34] Finland Cohort 42 56.9 (range 43–72) 12–456 Lynch Syndrome not reported not reported

Treatment of heavy menstrual bleeding

Hysterectomy vs. hormonal treatment
Hurskainen 2001 [63] Finland RCT: hysterectomy vs. LNG-IUS 112 43.1 ± 3.5 12 HMB 5/112 (4.5%) TAH 21, vaginal 30, TLH 56
Hurskainen 2004 [64] Finland RCT: 5-year follow-up of Hurskainen 2001 115 43.1 ± 3.5 60 HMB 5/112 (4.5%) TAH 21, vaginal 30, TLH 56
Halmesmäki 2004 [65] Finland RCT: Menopausal impact of Hurskainen 2001 107 43.1 ± 3.5 12 HMB 5/112 (4.5%) TAH 21, vaginal 30, TLH 56
Halmesmäki 2007 [66] Finland RCT: 5-year follow-up of Hurskainen 2001 117 43.1 ± 3.5 60 HMB 5/112 (4.5%) TAH 21, vaginal 30, TLH 56

Heliövaara-Peippo 2013 [67] Finland RCT: 10-year follow-up of Hurskainen 2001 117 43.1 ± 3.5 120 HMB 5/112 (4.5%) TAH 21, vaginal 30, TLH 56

Kuppermann 2004 [68] USA RCT: hysterectomy vs. oral medical treatment 28 42.0 ± 4.6 24 DUB “discouraged”
but not reported TAH or vaginal

Adigüzel 2017 [69] Turkey Cohort: TLH vs. TAH vs. LNG-IUS 64 48.4 ± 4.4 6 HMB not reported 29 TAH, 35 TLH

Comparison of total vs. subtotal
Learman 2003 [70] USA RCT: total vs. subtotal 64 41.8 ± 5.2 24 DUB not reported TAH

Kuppermann 2005 [71] USA RCT: 2-year outcomes of Learman 2003 67 41.8 ± 5.2 24 DUB not reported TAH

Cohort/other

Roberts 1996 [72] UK Cohort 192 43.0 (range 21–56) 6–18 DUB not reported 242 TAH, 5 vaginal,
17 LAVH

Brandsborg 2009 [73] Denmark Cohort 90 46 (median)
(range 32–71) 4 DUB/fibroids not reported TAH, vaginal, LAVH

(numbers not reported)

Till 2022 [74] USA Cohort: different indications of hysterectomy 37 44.2 ± 6.9 6 DUB/HMB not reported TLH (70%), TAH (11%),
vaginal (19%)

Hysterectomy vs. endometrial ablation/resection

Dwyer 1993 [75] UK RCT: hysterectomy vs. TCRE 95 40.6 4 HMB up to 14/95
(10.5%) TAH

Sculpher 1996 [76] UK RCT: 2-year follow-up of Dwyer 1993 73 40.6 34 (mean) HMB up to 14/95
(10.5%) TAH

Pinion 1994 [77] UK RCT: hysterectomy vs. TCRE vs. ablation 95 40.3 ± 5.2 12 DUB 6/85 (7.1%) 85 TAH 10 vaginal
Alexander 1996 [78] UK RCT: 1-year follow-up of Pinion 1994 85 40.3 ± 5.2 12 DUB 6/85 (7.1%) 85 TAH 10 vaginal

Aberdeen Trials Group
1999 [79] UK RCT: 4-year follow-up of Pinion 1994 72 40.3 ± 5.2 48 DUB in 6/85 (7.1%) 85 TAH 10 vaginal

O’Connor 1997 [80] UK RCT: hysterectomy vs. TCRE 56 39.4 ± 4.8 12–36 HMB 0.04 TAH/vaginal

Crosignani 1997 [81] Italy RCT: hysterectomy vs. TCRE 39 45 (median)
(IQR 42–48.5) 24 HMB not reported LAVH

Tapper 1998 [82] Finland Cohort: hysterectomy vs. TCRE 40 43 ± 4.0 6–31 HMB not reported TLH

Tjarks 2000 [83] USA Cohort: hysterectomy vs.
polypectomy ± ablation vs. medical treatment 7 49 (range 28–74) 5–24 DUB/HMB not reported not reported
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Table 1. Cont.

First Author, Year Country Study Design
Hysterectomy
Sample Size at
Follow-up (n)

Age of Hysterectomy
Participants (Years)
(mean ± SD Unless

Specified)

Follow-up
(Months) Population/Indication BSO Route of Hysterectomy

Mousa 2001 [84] UK Cohort: hysterectomy vs. ablation 40 41 (median)
(range 30–48)

32 (mean)
(range 18–55) HMB no TAH

Dickersin 2007 [85] USA,
Canada RCT: hysterectomy vs. ablation 107 not reported 24 DUB 18/114 (7.0%) (TAH/vaginal/

TLH-numbers not reported)

Jain 2016 [86] India RCT: hysterectomy vs. thermal
balloon ablation 20 44 ± 2.0 24 DUB not reported vaginal

Selvanathan 2019 [87] India Cohort: hysterectomy vs.
hysteroscopic surgery 176 40.2 ± 4.3 48 DUB/HMB not reported 116 TAH, 27 vaginal,

32 TLH

BSO: Bilateral salpingo-oophorectomy, DUB: Dysfunctional uterine bleeding, HMB: Heavy menstrual bleeding, HRT: Hormone replacement therapy, IQR: Interquartile range,
LAVH:Laparoscopic assisted vaginal hysterectomy, LNG-IUS: levonorgestrel releasing intra-uterine system, QoL: Quality of life, RCT: Randomised control trial, SD: Standard deviation,
TAH: Total abdominal hysterectomy, TCRE: Transcervical resection of endometrium, TLH: Total laparoscopic hysterectomy.
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3.2. Outcomes Reported

Three out of the four studies describing RRH reported analysis of qualitative in-
terviews and two provided quantitative data (one reported both). One study reported
quantitative results from validated questionnaires including General Health Questionnaire
(GHQ), Menopause-specific quality of life (MENQOL), Cancer Worry Scale (CWS), and
Impact of Events Scale (IES), while another study used non-validated questionnaires.

Of the 15 studies reporting hysterectomy as treatment of HMB/DUB, reported out-
comes included generic QoL in 11 studies using the EQ-5D in 4 studies, EuroQol Visual
Analogue Scale (VAS) in 2 studies, and the 36 item Short form survey (SF-36) in 11 studies.
One study measured menopause-specific QoL using the Kupperman index (KI). Six studies
measured sexual function using the McCoy sex scale (MSS) in four studies, Sexual Prob-
lems Index (SPI) in one study, Sabbatsberg Sexual Rating Scale (SSRS) in one study, Female
Sexual Function Index (FSFI) in one study. Twelve studies reported on psychological out-
comes including anxiety and depression with the Spielberger state trait anxiety inventory
(STAI) in three studies, Beck’s Depression Inventory (BDI) in three studies and the Hospital
Anxiety and Depression Scale (HADS) in three studies. Other validated and non-validated
questionnaires were also used—see File S1, Table S1 for details on all outcomes measured.

3.3. Quality Assessment

File S1, Tables S2–S4 report in full detail on the quality assessment of the included
studies. Using the NICE quality appraisal checklist, risk of bias assessment revealed low risk
of bias for the 3/3 qualitative studies discussing RRH [31–33] (Tables S2–S4). Using the NOS,
2/2 cohort studies into RRH [31,34] revealed moderate risk of bias, due to the small sample
in the assessed cohort versus the baseline population, and lack of baseline assessments.
Eight cohort studies [69,72–74,82–84,87] into treatment of HMB/DUB were assessed with
NOS; 7/8 studies revealed moderate risk of bias, in the lack of baseline assessments
and assessments of outcome (Table S4). The Jadad scale for randomised controlled trials
demonstrated moderate risk of bias in 6/9 trials [63,68,70,75,77,80,81,85,86], predominantly
due to lack of clarity on blinding (Table S3). Whilst it is generally not appropriate to blind in
surgical trials, very few studies commented on this, or on blinding at outcome assessment.

3.4. QoL following RRH

Four studies (including 64 patients) focused on QoL after RRH for EC prevention, all
in the context of Lynch Syndrome [31–34]. Two papers reported pilot qualitative interviews
of the same eight patients based in Canada [32,33]. The menopausal status of these patients
is not provided; however, two patients were over the age of 50 at the time of surgery,
and six were under 50 years. The first of these [32] focused on the decision-making
experience and found that women who opted for RRH expressed no decision regret,
and RRH alleviated their cancer worry. Some patients reported unexpected menopausal
symptoms and felt they were insufficiently counselled pre-operatively how to mitigate these.
The second paper [33] reported post-operative QoL in more detail, including “distressing
and persistent” menopausal symptoms for women such as hot flushes, night sweats, skin
changes, and difficulty sleeping. In addition, vaginal dryness and reduced libido resulted in
a negative impact on sexual function. Those women who received adequate pre-operative
counselling on HRT were, however, very satisfied with their QoL.

One UK study combined qualitative interviews with 11 patients and validated ques-
tionnaires (MENQOL, CWS, IES, GHQ) for 14 patients only [31]. Twelve patients were
pre-menopausal, two patients were peri-menopausal. Qualitative analysis revealed that
RRH was associated with significant reduction in cancer worry with no decision regret.
Many patients took HRT and found menopausal symptoms manageable. Questionnaires
revealed low rates of increased cancer worry (2/14, 14%), distress (1/14, 7%), psychi-
atric morbidity (1/14, 7%) or poor menopause-specific QoL (3/14, 21%). Scores for GHQ
were 23.58 ± 14.40 (mean ± standard deviation), for MENQOL 9.35 ± 34.11, and for IES
8.25 ± 10.77, although no comparison is given to the age-matched population. Increased
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cancer worry was correlated with poor general health (r = 0.64, p < 0.05) and menopausal
symptoms (r = 0.53, p < 05). Having a higher number of Lynch Syndrome-affected first-
degree relatives was associated with greater psychological distress and somatic symptoms
(r = 0.59, p < 0.05).

A Finnish study recruited 42 patients who had undergone RRH from a national Lynch
Syndrome registry, and used non-validated questionnaires [34]. The median age at surgery
was 42.0 years (range 32.0–67.0); the menopausal status of patients at the time of surgery is
not provided. The majority (73%) of patients were generally satisfied with surgery, although
45% still described a strong fear of cancer. Further details on aspects of post-operative QoL
were not reported. See Table 2 for summary of main findings.

Table 2. Summary of main findings.

First Author, Year Relevant Findings for Hysterectomy Group

Risk-reducing hysterectomy

Moldovan 2015 [31] No decision regret, reduced cancer worry. Few patients had menopausal symptoms impacting QoL, associated
with poorer general health and psychological distress.

Etchegary 2015 [32] Surgery alleviated cancer fear, no decision regret. Menopausal symptoms for women not on HRT
Etchegary 2018 [33] High satisfaction in women who took HRT. Severe menopausal symptoms in those who did not take HRT.

Kalamo 2020 [34] Generally satisfied with RRH. 45% still had a strong fear of cancer.

Treatment of heavy menstrual bleeding

Hysterectomy vs. hormonal treatment
Hurskainen 2001 [63] Improved generic QoL, general health, reduced anxiety and depression, improved sexual satisfaction
Hurskainen 2004 [64] Greater satisfaction, reduced anxiety/depression, better general health. Worse sexual satisfaction
Halmesmäki 2004 [65] No signicant changes in overall menopausal index scores, although increase in vasomotor symptoms
Halmesmäki 2007 [66] Increased self and partner sexual satisfaction, reduced sexual problems compared to baseline and to the Mirena

Heliövaara-Peippo 2013 [67] Increase in overall QoL and sexual satisfaction until 5 years, decrease in QoL including sexual satisfaction
between 5 to 10 years back to baseline

Kuppermann 2004 [68] Improved QoL, satisfaction, symptom resolution, sexual desire and health distress. Improvements seen at 6
months, maintained at 2 years

Adigüzel 2017 [69] Hysterectomy generally better health, social function better with TLH, no change in mental health parameters

Comparison of hysterectomy type
Learman 2003 [70] Improvement in pain and urinary symptoms

Kuppermann 2005 [71] Improved sexual functioning, general QoL, and body image, no differences between groups

Cohort/other
Roberts 1996 [72] improved physical and mental health, majority had no change in sex life

Brandsborg 2009 [73] Decrease in pain at 4 months. Those with low pre-operative QoL more likely
to have ongoing post-operative pain

Till 2022 [74] No significant change in sexual function (although a trend towards improved function)

Hysterectomy vs. endometrial ablation/resection
Dwyer 1993 [75] Higher satisfaction, fewer pre-menstrual symptoms

Sculpher 1996 [76] Very high satisfaction. Evidence of improved QoL compared to resection
Pinion 1994 [77] High satisfaction and improvement in symptoms

Alexander 1996 [78] Reduced anxiety, depression and improved sexual relationships
Aberdeen Trials Group 1999 [79] Generally better health, fewer pre-menstrual symptoms, high satisfaction

O’Connor 1997 [80] Very high satisfaction, improvement in general quality of life and psychosocial functioning
Crosignani 1997 [81] Greater satisfaction, greater social functioning and vitality, lower anxiety, similar sexual functioning

Tapper 1998 [82] High satisfaction
Tjarks 2000 [83] Hysterectomy had 100% satisfaction, greater than other treatment modalities
Mousa 2001 [84] High satisfaction, improvement in general health inc sexual function, PMS

Dickersin 2007 [85] Improved generic QoL, particularly reduced pain and fatigue compared to ablation
Jain 2016 [86] Resolution of dysmenorrhea and pelvic pain, increase in generic QoL

Selvanathan 2019 [87] Improvement in all QoL domains, greater in hysteroscopic group vs. hysterectomy

HRT: Hormone replacement therapy, PMS: Premenstrual symptoms, QoL: Quality of life, RRH: Risk reducing
hysterectomy, TLH: Total laparoscopic hysterectomy.

3.5. QoL following Hysterectomy as Treatment for Benign Disease

Twenty-five studies including 1268 patients met inclusion criteria for our additional
population analogue, and described hysterectomy as a treatment of HMB/DUB [63–67,72–87].
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3.5.1. Hysterectomy Versus Hormonal Treatment

Five studies reported outcomes of a Finnish multi-centre RCT comparing hysterectomy
versus the levonorgestrel-releasing intrauterine system (LNG-IUS) for heavy menstrual
bleeding [63–67]. In total, 117 patients were assigned to hysterectomy (TAH/vaginal/TLH),
with 112 patients available for 12 month follow-up [63]. Five out of 112 patients underwent
concomitant BSO. Baseline QoL (measured by EQ-5D and SF-36) was lower compared to
the age-matched Finnish population, with an EQ-5D utility score of 0.78 (95% CI 0.70–0.80).
Following hysterectomy, all values significantly improved by 6 and 12 months, in the case
of EQ-5D by a mean increase of 0.10 (95% CI 0.06 to 0.14) at 12 months, to above the popu-
lation reference. SF-36 values significantly improved, without differences between groups
except for significantly lower pain scores following hysterectomy (62 (95% CI 57.6 to 66.4)
at baseline, improving by 21.1 (95% CI 16.0 to 26.3) at 12 months). Menopausal symptoms
at baseline and 12 months were assessed using the KI [65]. Total KI scores following
hysterectomy reduced by 3.04 ± 7.96 after 12 months which was not significant (p > 0.05),
although both hysterectomy and the LNG-IUS significantly improved insomnia, palpita-
tions, melancholia, weakness, vertigo, myalgia and nervousness. Hysterectomy resulted in
an increase in hot flushes. The effect on sexual functioning at 5-year follow-up is reported
in 117 patients using the MSS and customised questionnaires [66]. Six months following
hysterectomy, sexual satisfaction improved from a mean of 23.6 to 24.5, and patients re-
ported fewer sexual problems (from a mean 4.4 to 3.8), and improved satisfaction with
partner, which was maintained over the 5-year follow-up. In contrast, women receiving
the LNG-IUS experienced no change to satisfaction but a decrease in partner satisfaction
over this time. In total, 109 women from the hysterectomy group completed questionnaires
at 10-year follow-up, by which time many had reached the menopause [67]. These results
showed that sexual satisfaction (including with partner) decreased from 5 to 10 years (from
a mean of 24.0 to 23.0), and sexual problems increased by a mean of 0.5, to reach 5.2, slightly
greater than baseline (mean 4.5). No significant differences were seen on any measures of
sexuality compared to LNG-IUS after 10 years (p = 0.86, 0.25, 0.30). EQ-5D scores improved
after 1 to 5 years to reach a mean of 0.85 but decreased by 0.08 to baseline levels after
10 years, with no differences between groups, although the VAS decreased to a mean of
7.4 lower than baseline. Some dimensions of the SF-36 decreased from 5 to 10 years such
as general health (by a mean of 8.7), although no differences were seen between groups
(p = 0.27). Compared to baseline, no changes were seen at 10-year follow-up with measures
of depression (BDI) (p = 0.40), or anxiety (STAI) (p = 0.65).

The USA multi-centre Medicine or Surgery RCT compared hysterectomy (various
routes) to medical treatment (oral oestrogen and progesterone with prostaglandin syn-
thetase inhibitor) for DUB [68]. Approximately half of this population were black ethnicity
with a 63% prevalence of fibroids, and BSO was “discouraged” but rates not reported. As
with the previous trial, baseline SF-36 summary scores were moderately reduced compared
to population norms (Mental Component Summary (MCS) mean 45 ± 11 (SD), Physical
Component Summary (PCS) mean 43 ± 8). Hysterectomy significantly increased SF-36
MCS (by a mean of 8), PCS (by a mean of 6), satisfaction with symptoms (by a mean of
44), symptom resolution (by a mean 75), sexual desire (by a mean 21), and health dis-
tress (by mean 33) at 6 months, significantly more so than medical therapy, and these
improvements continued at 2-year follow-up.

A Turkish cohort study compared 32 patients treated for HMB with TAH, 37 patients
with TLH, and 35 with LNG-IUS, measuring QoL using the SF-36 at 6 months’ follow-
up [69]. BSO rates were not reported. There were baseline differences between groups
including QoL and older age in surgical arms (mean 48.4 years in the TAH group vs.
41.3 years in the LNG-IUS group). All interventions resulted in a significant improvement
in nearly all measures of QoL, with TAH improving general health from 41.6 ± 15.9 to
55.2 ± 16.0 (means ± SD) (p < 0.001), and TLH improving general health from 46.4 ± 16.9
to 58.3 ± 15.8 (p < 0.001).
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3.5.2. Comparison of Total vs. Subtotal Hysterectomy

A US-based multi-centre RCT compared total versus subtotal abdominal hysterectomy
for the treatment of abnormal uterine bleeding including leiomyomas [70]. Sixty-four
patients who underwent TAH recorded a significant improvement in all symptoms from
baseline to 24-month follow-up on non-validated questionnaires including pressure/pain
(from 70% to 11%), urinary urgency (from 33% to 9.4%), urge incontinence (from 18% to
3.1%), and stress incontinence (from 22% to 4.7%). Overall QoL as measured by SF-36
improved from baseline (MCS 43 ± 11, PCS 37 ± 10), to 6 months (MCS 49 ± 11, PCS
46 ± 11), with a further slight increase at 24 months (MCS 51 ± 9, PCS 47 ± 9) [71].
Sexual functioning on the SPI improved from baseline (55 ± 33) to 6 months (74 ± 32)
and 12 months (80 ± 26). Body image on the Body Attitudes Questionnaire improved
from baseline (61 ± 23) to 24 months (71 ± 20). These results indicate that the bulk of
the improvement in QoL following hysterectomy is seen at 6 months, with further slight
improvement at 2 years, although no statistical analysis was performed within each group.
There were no significant differences between subtotal/total hysterectomy.

3.5.3. Single Arm Cohort Studies

Three studies (with 319 patients) described single-centre single-arm cohort studies of
patients undergoing hysterectomy [72–74]. Roberts et al. 1996 reported on 192 UK patients
who underwent hysterectomy for menstrual disorders [72]. The 6–18-month follow-up
with non-validated questionnaires revealed that 94% were pleased to have undergone
hysterectomy, with 76% wishing they had undergone this sooner. In total, 71% reported
an improvement in physical and mental health, with a majority reporting no change or
improvement in sex life, and 10% reporting worsening.

Four-month outcomes of 90 patients undergoing hysterectomy for bleeding disorders
including uterine fibroids were reported in a Danish study [73]. In total, 51.1% had
pre-operative pelvic pain which affected daily living, with 17% women reporting this
after 4 months. Only 3% of women described new onset scar pain. Those women with
postoperative pain were more likely to have poorer pre-operative QoL on the SF-36 (p < 0.05)
(numerical SF-36 data not provided).

A recent US-based study reported on sexual function and other outcomes of hysterec-
tomy for a number of benign indications at 6 months [74]. Results for the abnormal uterine
bleeding group (n = 37) showed no significant change in reported sexual function using the
FSFI (from 24.9 ± 9.0 at baseline to 26.3 ± 7.8 at 6 months, p = 0.402), although there was a
non-significant improvement in all domains of sexual function.

3.5.4. Hysterectomy Versus Endometrial Ablation or Resection

Twelve studies reported outcomes of hysterectomy versus endometrial ablation or
resection [75–82,84–87]. The UK-based Aberdeen Endometrial Ablation Trials Group ran-
domly assigned 99 women to hysterectomy versus 105 women to endometrial resection or
ablation. In total, 85 abdominal and 10 vaginal hysterectomies were performed, which was
combined with BSO in 7%, and outcomes were reported at 1 year using non-validated [77]
and validated questionnaires (HADS, Psychological adjustment to illness scale [88]) [78],
and again at 4 years [79]. Patients who underwent hysterectomy took a mean 2–3 months
until full recovery/return to work, with 7/97 (7.2%) of patients requiring over 6 months.
After 1 year, 24–29% of patients had urge/stress incontinence (versus 10–40% prior), and
44% had dyspareunia (versus 47% prior). In total, 96% of patients described their health
as much better/better than before surgery, and 99% were very/moderately satisfied [77].
After 6 months, the mean HADS scores showed a significant decrease in anxiety (from
9.1 ±4.0 to 4.7 ±3.7) and depression (from 5.5 [IQR 5.0–6.1] to 1.3 [IQR 1.3–1.9]), which
continued at 12 months. While the effect size is statistically significant, these results are
unlikely to be of “clinical importance”. Psychological adjustment to illness scale showed
reduced psychological distress from a median of 9 (IQR 5.5–12) at baseline to 4 (IQR 1–7)
at 6 months, which was maintained at 12 months, and improved sexual relationships
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from a median of 5 (IQR 2–5) at baseline to 10 (IQR 6.5–12) at 6 months, maintained at
12 months [78]. In total, 73 patients completed 4-year follow-up, which found that 93% of
women were totally/generally/fairly satisfied with treatment overall, with 48% of patients
having no change in sexual satisfaction, 23% reporting a slight increase and 13% reporting a
decrease [79]. Premenstrual symptoms were significantly reduced in the hysterectomy com-
pared to endometrial ablation, and there was little change in anxiety and depression scores
from 1 year. Outcomes for those who underwent BSO in combination with hysterectomy
are not reported separately.

Another RCT of abdominal hysterectomy versus endometrial resection was conducted
in 200 women in Bristol, UK [75]. In total, 95 women underwent abdominal hysterectomy,
with physical, psychological and social functioning assessed using the GHQ. At 4 months,
significantly fewer women had abnormally high GHQ scores of≥12 (from 43 to 24 women),
and 94% of patients were satisfied/very satisfied; those not satisfied had high GHQ scores
and several reported complications from surgery (pelvic haematoma/wound infection).
Only 5% reported feeling less feminine, 94% reported improved dysmenorrhoea, and up
to 46% reported improved premenstrual symptoms. Patients took a median 11 weeks off
work, 4 weeks to return to daily activities and 6 weeks to resume intercourse. Generic
QoL was measured at 2-year follow-up using SF-36 and VAS [76], although no baseline
data are available. Hysterectomy was associated with very high scores (median 100) in
five dimensions of the SF-36 (physical function, role limitation physical, role limitation
emotional, social function, and pain), which was significantly greater than the endometrial
resection group for pain (p = 0.01). VAS scores 2 years after hysterectomy were 83.8 ± 14.7,
and 96% of patients were quite/very satisfied at this time.

Another UK multi-centre RCT compared abdominal/vaginal hysterectomy with en-
dometrial ablation [80]. In total, 56 patients underwent hysterectomy (and 116 ablation),
with follow-up for 3 years. After hysterectomy, patients required a mean 7.4 weeks to
return to work and 5.9 weeks to resume sexual activity. All measures of psychological
and social functioning (as measured by GHQ, Psychiatry outpatient mood scale, Social
adjustment scale) improved after hysterectomy for the duration of follow-up (numerical
data not provided), with 96% satisfaction with surgery, although there were no significant
differences between treatment groups.

A cohort study from Scotland used non-validated questionnaires in women who
had undergone abdominal hysterectomy and endometrial ablation [84]. Return to daily
activities from hysterectomy took 8 weeks for 55% of patients, and longer than this for 17%.
Hysterectomy was associated with reduced pain in 100%, reduced pre-menstrual symp-
toms in 88%, 84% improvement in sexual functioning (although 8% reported worsening
dyspareunia), and 100% improvement in ability to work.

A 100% satisfaction at 5–24 months was also reported in a USA cohort study with
7 women undergoing hysterectomy, which was substantially higher than other patients
who underwent hysteroscopic or medical treatment of HMB (43–65% satisfaction) [83].

Crosignani and colleagues reported an Italian RCT of vaginal hysterectomy versus
endometrial resection [81], with 39 patients undergoing hysterectomy. Follow-up was
assessed at 24 months using the SF-36, HADS and SSRS, but no baseline values are avail-
able. In total, 94.8% were satisfied/very satisfied with hysterectomy. Hysterectomy was
associated with improved scores on all eight dimensions of SF-36 compared to resection,
which was significant in the case of vitality (63.6 ± 20.6 for hysterectomy vs. 52.3 ± 19.3
for resection, p = 0.01) and social functioning (mean 80.4 ± 21.4 vs. 70.1 ± 23.0, p = 0.04)
(although no adjustments were made for multiple comparisons). When compared with
normative data for the Italian population, post-hysterectomy patients had higher scores on
physical functioning, body pain, general health, vitality, social functioning, similar mental
health, and slightly reduced scores for role limitations due to physical and emotional
limitations. Hysterectomy was associated with significantly reduced anxiety on HADS
(5.2 ± 4.0 vs. 6.8 ± 3.5 for resection, p = 0.03). Sexual functioning was similar between
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groups (48.5 ± 18.4 for hysterectomy versus 44.8 ± 14.9 for resection); only 5.7% of patients
reported worsening sexual function after vaginal hysterectomy.

Tapper and colleagues reported a cohort study comparing LAVH with endometrial
resection for HMB [82]. Once again, hysterectomy resulted in high rates of satisfaction: 97%
were satisfied/very satisfied. Only one patient out of 40 (2.5%) complained of psychosexual
difficulties at follow-up (6–31 months) (non-validated questionnaire).

The Surgical Treatments Outcomes Project for Dysfunctional Uterine Bleeding (STOP-
DUB) RCT compared hysterectomy (abdominal, vaginal or laparoscopic) with endometrial
ablation at 33 sites across the US and Canada [85]. EQ-5D scores show an increase from
0.678 ± 0.215 at baseline to 0.836 ± 0.168 at 6 months, which is significantly greater than
the ablation group at 6 months (p < 0.009). These values are maintained to 24 months
(0.818 ± 0.193) in the hysterectomy arm. VAS similarly improved from 61.2 ± 22.7 at
baseline to 78.1± 21.0 at 6 months and 77.8± 21.1 at 24 months. SF-36 scores demonstrated
that hysterectomy significantly reduced pain (61.4% of patients reported mild/moderate
pain at baseline vs. 43.1% at 48 months, p < 0.001).

Two studies were conducted in India; the first is an RCT of vaginal hysterectomy
vs. thermal balloon ablation [86], which measured outcomes including Uterine Fibroid
Symptom and Quality of Life (UFS-QOL). After 6 months, all patients affected by dysmen-
orrhoea/pelvic pain/dyspareunia had resolution, with significant improvement (61.9% to
2.0%) in UFS-QOL, although these were not significantly different between groups (p > 0.49).

The second is a cohort study of hysterectomy (TAH/vaginal/TLH) and a variety of
hysteroscopic surgical procedures (resection/myomectomy/polypectomy), which used
SF-36 at baseline and follow-up [87]. At 6 month and 1 year post hysterectomy, there
was significant improvement in all domains of SF-36 compared to baseline (p < 0.001),
by 56.26 ± 30.57 for role limitation (emotional), 52.07 ± 9.55 for fatigue, 48.04 ± 12.91 for
pain, 37.93 ± 14.45 physical health. Greater improvements were, however, seen in the
hysteroscopy group compared to hysterectomy (p < 0.001).

3.6. Comparison of Hysterectomy with BSO Versus without BSO

We identified two qualitative studies (eight patients) which described RRH with BSO in
all patients [32,33]. One paper describes a cohort (14 patients) of RRH with 78.6% of patients
undergoing BSO [31]. Only one study (40 patients) reported that all patients underwent
hysterectomy without BSO [84]. Twelve papers (of five studies) (358 patients) describe
hysterectomy (as treatment of HMB/DUB) with BSO rates from 4.5 to 10.5% [63–67,77–80].
The remaining studies do not report BSO rates.

Papers which describe RRH with BSO noted severe and distressing menopausal symp-
toms for several women immediately following surgery, which impacted on their “interest,
enjoyment and experience of sex” [33]. This occurred for women who did not take HRT,
and for some women who did. However, for women who were older or not very sex-
ually active, there was no negative impact. HRT was not always adequately discussed
pre-operatively in this cohort [32]. In the UK study, 7/11 women were prescribed HRT and
6/7 of these had a positive experience, with “manageable” menopausal symptoms [31].
One participant would have wanted more pre-operative counselling, with explicit discus-
sion of the potential impact on sex life. One study described a cohort who exclusively
underwent hysterectomy without BSO for benign disease [84], and reported low rates
(8%) of worsening sexual life after surgery. Other studies described a population cohort
undergoing hysterectomy predominantly without BSO (under 4.5%) [63–67], and reported
that hysterectomy resulted in a significant increase in hot flushes (p = 0.02).

3.7. Comparison of Route of Hysterectomy

Among studies describing RRH for EC prevention, one study (with 14 participants)
describes abdominal RRH [31], with others (eight patients) describing a mixture of ab-
dominal and laparoscopic RRH [32,33]. No comment is made on the impact of route of
surgery on outcomes. Among studies of hysterectomy as treatment for HMB/DUB, one
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non-randomised study (with 64 patients) explicitly compared TLH vs. TAH for HMB, and
found no significant differences in QoL after 6 months, except for greater improvements in
social function and vitality with TLH. Five studies (202 patients) report exclusively on TAH
([70,71,75,76,84], one study (39 patients) exclusively on LAVH [81], one study (40 patients)
exclusively on TLH [82], one study (20 patients) exclusively on vaginal hysterectomy [86],
with the remainder reporting a mixture of routes or not specifying. Comparisons between
routes of hysterectomy are limited, due to the heterogeneous nature of outcomes reported.

4. Discussion
4.1. Findings

This systematic review identified extremely limited evidence on the QoL of women
after RRH. Available research is in the form of two pilot qualitative studies, a very small
mixed-methods study using validated questionnaires, and a slightly larger but small size
quantitative study which used non-validated questionnaires. All of these were conducted
in women with Lynch Syndrome. Together, these conclude that that RRH seems to re-
duce cancer worry, which may be greater for those with superior post-operative QoL,
and there appears to be high levels of satisfaction with no decision-regret. As expected,
pre-menopausal RRH with BSO causes significant menopausal symptoms if HRT is not
prescribed. Some women reported insufficient counselling around HRT; however, those
who did take HRT reported far fewer menopausal symptoms and higher satisfaction. These
two cohort studies had moderate risk of bias, particularly due to the small sample size
and lack of representativeness of the wider population of women who may be at increased
EC risk. Some women at increased EC risk may also be at increased risk of breast cancer
(BC) and/or may have had BC themselves, for example women with PTEN syndrome [89].
PTEN women with BC may not be able to take HRT following RRH for EC.

We considered a surrogate population model of hysterectomy as a treatment for
selected benign gynaecological conditions, in order to provide additional evidence which
may be used to estimate the likely impact of RRH on QoL. These studies show very
high satisfaction rates with hysterectomy. For women with HMB/DUB, hysterectomy
improved their overall QoL. Most women reported an improvement or no change in
their sexual function/satisfaction, and in urinary urge/stress incontinence, with only
very small numbers reporting a worsening in sexual functioning or stress incontinence
following surgery. Hysterectomy reduced the incidence of premenstrual symptoms, pelvic
pain, and in some studies scores of anxiety/depression. Following abdominal or vaginal
hysterectomy, patients required a mean of 6 weeks to resume intercourse following surgery,
and 2–3 months to return to full work. The bulk of the improvements in QoL are seen at
6 months post hysterectomy, although small improvements continue up to 2–5 years. These
RCTs and cohort studies had in some cases moderate risk of bias, due to lack of clarity
regarding blinding, and assessments of outcomes.

4.2. Strengths and Weaknesses

This is the first and to our knowledge the only systematic review investigating QoL
outcomes after RRH in women at increased EC risk. Our methodology followed a prospec-
tively registered protocol, and was conducted using the highest standards according to
PRISMA guidelines. We provide a clear summary of outcomes and validated questionnaires
that have been used in included studies, which may assist other researchers designing
future studies.

We recognise some limitations with our review. Due to the lack of data available
on RRH, there can be only limited confidence in any results obtained. Furthermore, the
population undergoing RRH were women with Lynch Syndrome who are generally at high
risk of EC as well as ovarian and colorectal cancer. Thus results, particularly regarding
reduction in cancer worry and satisfaction may not be generalisable to women who are
only at increased risk of EC, including those at moderate EC risk, and women without
additional risk of secondary cancers at other sites.
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To address the lack of evidence on RRH, an alternative (surrogate) population model
was also used, where the type of hysterectomy may have a similar theoretical impact on
QoL. This study is not intended to be a systematic review of QoL after any hysterectomy,
or all benign hysterectomies, but rather to provide additional evidence which may help
in estimating the QoL after RRH. Although this alternative population was deliberately
restricted in scope, variation was nevertheless seen in the incidence of pre-operative benign
pathology and symptomatology, and the surgical procedure performed. Given that QoL is a
very heterogeneous topic there were a variety of outcomes measured and several tools were
used to obtain these, such that no meaningful quantitative synthesis could be performed.
There are challenges and limitations in interpreting and applying this evidence from such
treatment hysterectomies for patients undergoing risk reduction, as discussed below.

4.3. Interpretation

Women with HMB/DUB were found to have lower generic QoL than the age-matched
general population, which is seen in other studies [90–92]. In all reporting studies, the
QoL of patients improved following treatment by 6 months, and remained elevated for
5–10 years, in some studies higher than the age-matched population reference. This
was particularly so for women who underwent hysterectomy without BSO. This reflects
improved QOL in symptomatic women following an effective treatment. This is less
likely to be the case with RRH, where an otherwise asymptomatic patient (with increased
cancer risk) undergoes a major surgical procedure. A critical issue for women considering
RRH is not whether their QoL will improve, but whether there will be an impairment in
QoL following surgery, and if so, to what degree. To address this, we specifically sought
evidence of the impact on selected symptoms that may be affected by hysterectomy, such
as pelvic floor and sexual function.

A distinction should be drawn between the impact of RRH (for EC prevention) and
that of BSO (for OC prevention). Whilst women with Lynch Syndrome make up the vast
majority of patients undergoing RRH, and most are recommended to have RRH-BSO due
to their heightened OC risk [14], not all EC prevention must be combined with OC preven-
tion. Women with PMS2 pathogenic variants do not require BSO. While cost-effectiveness
analysis of alternative strategies such as two-step surgery has been undertaken in Lynch
Syndrome, there are no prospective trials evaluating this strategy and thus no available
QOL outcomes [13]. Furthermore, women with PTEN pathogenic variants, a family history
of EC, type 2 diabetes and/or obesity may benefit from RRH without BSO for increased
EC (without OC) risk. Models are currently being developed for predicting personalised
EC risk [10,11,93,94], following similar successful approaches in breast cancer/OC predic-
tion [95,96]. With the rising incidence of EC and associated EC risk-factors, and ability to
provide a personalised EC-risk estimate, many more people may be eligible for EC (but not
OC) risk-reduction in future.

BSO causes a substantial component of the reported adverse consequences following
pre-menopausal RRH for Lynch Syndrome, in particular a negative impact on menopausal
symptoms and sexual function. These findings are in keeping with our recent systematic
review of QoL following BSO for OC prevention. HRT can partially mitigate these effects
ameliorating symptoms and improving sexual function. Additionally, it can prevent
long-term consequences of a premature menopause such as cardiovascular risk/mortality
and osteoporosis [24]. HRT until the age of natural menopause is not associated with
an increased breast cancer risk, even in carriers of breast cancer-associated susceptibility
genes, [24,97] and is recommended in this situation [25]. Lynch Syndrome, currently the
commonest reason for RRH, is not associated with an increased risk of breast cancer [98].
Such issues should be part of a detailed counselling process for women at increased risk
of OC as well as EC. We would advocate that risk-reduction services offer routine access
to menopause specialists as part of pre-operative counselling and post-operative follow-
up, as it is known that HRT compliance and service satisfaction is higher in a specialist
multi-disciplinary setting [24,99].
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In considering RRH (without BSO) for EC prevention alone, our review found one
study which reported a negative impact on ovarian function, as assessed by serum follicular
stimulating hormone and the KI [65]. Other studies support this, and have found decreased
anti-müllerian hormone levels following hysterectomy which is not explained by a lower
pre-operative ovarian reserve [100,101]. This is consistent with a reported 2–6 year earlier
age of menopause in women undergoing hysterectomy alone [100,102–104]. This may be
due to disrupted paracrine signalling, or a reduction in blood flow after ligation of the
uterine arteries. Such issues should be mentioned during RRH counselling.

Our review found that a majority of women in included studies reported an improve-
ment or no change in urinary incontinence symptoms, with a very small number reporting
any worsening. Other studies find no impact of hysterectomy (as treatment of benign
disease) on pelvic function at 1 year [105], or 10 years [106], findings supported by a sys-
tematic review of urodynamic outcomes and urinary symptoms [107]. In contrast, other
large studies with extensive follow-up, including Swedish registry-based cohort studies,
have shown an increased risk of urinary tract infections, stress urinary incontinence, and
subsequent surgery for stress urinary incontinence after hysterectomy [108–110]. This
issue is unresolved; differences may be explained by the prevalence of pelvic floor dys-
function in cohorts undergoing hysterectomy for benign conditions, due to the nature of
that gynaecological condition as well as co-morbidities, body mass index and age, which
highlights the need for research into the specific population undergoing EC risk-reduction.
For women considering RRH, it may be appropriate for counselling to take these individ-
ualised factors into account regarding the likely impact on pelvic floor function, in the
absence of robust evidence.

Whilst a negative impact on sexual function was found, particularly from studies of
women undergoing RRH with BSO and without post-operative HRT, improvements in
sexual function were seen in studies of hysterectomy as treatment of HMB/DUB. Similarly,
concomitant hysterectomy was not associated with sexual dysfunction in studies of BRCA
pathogenic variant carriers undergoing risk-reducing BSO [111,112]. In our review, hysterec-
tomy (without BSO) was not associated with high rates of de novo impaired sexual function
or satisfaction, a finding supported by a recent systematic review and meta-analysis [113].
For women having RRH with BSO, adequate pre-operative counselling about any potential
impact on sexual function and HRT options is associated with improved satisfaction and
reduced sexual problems [114].

This study was not able to draw meaningful conclusions on the impact of route of
RRH on QoL, and found little to no evidence of any difference between abdominal or
minimally invasive approaches for RRH. This reflects the lack of meaningful data on
this issue. However, inferences may be drawn from the non-risk reducing hysterectomy
literature. A retrospective registry study [115] found that route of hysterectomy had only a
small impact on the risk of subsequently undergoing pelvic organ prolapse surgery. In our
review, patients who underwent (predominantly abdominal) hysterectomy as treatment of
HMB/DUB required a mean of 2–3 months to return to work; other studies reported that
vaginal/TLH/TRH significantly reduces this convalescence [116,117], by a mean 8 days.
Systematic reviews have shown that TLH is associated with equal or better quality of life
than TAH in the first 6 weeks [52,118], but long-term comparative data are lacking.

Post-operative complications may occur in under 10% of patients following hysterec-
tomy [119,120], although a major predictor is the presence of severe endometriosis, which
we excluded as this is not representative of typical RRH. Whilst our review did not focus
on post-operative complications, these can be directly reflected in summary QoL outcomes,
and therefore reducing complication rates may be expected to improve QoL in patients.

Together, these issues (of menopausal impact, sexual and pelvic floor function) further
highlight why research into QoL following RRH is required, separate to that of hysterec-
tomy as treatment of gynaecological disease. Further research should use validated QoL
questionnaires including EQ-5D, which will also enable calculation of utility scores. A
gold-standard study would be prospectively designed with baseline and post-operative
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questionnaires; however, due to low numbers of women undergoing RRH this would need
to be multi-centre with significant funding and timelines to recruit sufficiently, and so
cross-sectional or retrospective studies may be more cost-efficient. Given the challenge of
separating the impact of RRH from RRH-BSO, novel or alternative study designs may be
justified in determining the utility scores of each [28,121].

5. Conclusions

This systematic review has found limited evidence of QoL after RRH. RRH is associ-
ated with high satisfaction and reduction in cancer worry, and low decision regret. Data
were restricted to women with Lynch Syndrome and lacking for women with moderate
EC-risk or increased levels of EC-risk alone which are below the extremely high-risk lev-
els seen in women with Lynch Syndrome. Patients describe the major impact following
RRH-BSO arising from a premature menopause, leading to menopausal symptoms and
impacted sexual function, which can be severe without and tolerable with HRT. By using
an alternative population model of hysterectomy as treatment of HMB/DUB, hysterectomy
(usually without BSO) was found to improve QoL, and result in high rates of improve-
ment/no change in sexual function or urinary symptoms, and very low rates of a de novo
impact. The applicability of these results to patients considering EC risk-reduction is
uncertain, and hence further research using validated questionnaires is required to better
determine QoL following RRH at varying levels of EC risk, and allow for greater confidence
in health-economic modelling of EC prevention.

Supplementary Materials: The following supporting information can be downloaded at: https:
//www.mdpi.com/article/10.3390/cancers14235832/s1, File S1: Search strategy; Table S1: Outcomes
Measured; Table S2: NICE quality appraisal checklist for qualitative studies; Table S3: Jadad scale for
randomised controlled trials; Table S4: Newcastle Ottawa Scale for cohort studies.

Author Contributions: Conceptualization, S.O., M.S. and R.M.; methodology, S.O., R.X., M.S. and
R.M.; validation, S.O. and R.M.; formal analysis, S.O. and R.X.; investigation, S.O. and R.X.; resources,
R.M.; data curation, S.O., R.X., M.S. and R.M.; writing—original draft preparation, S.O.; writing—
review and editing, R.X., X.W., M.S., R.L. and R.M.; visualization, S.O., R.X., X.W., A.K. and M.S.;
supervision, M.S., R.L. and R.M.; project administration, R.M.; funding acquisition, R.M. All authors
have read and agreed to the published version of the manuscript.

Funding: This research was funded by the RoseTrees Trust, grant number CF1\100001, and supported
by Yorkshire Cancer Research (RA/2021/R2/110) and China Medical Board (EMSR1E8R).

Data Availability Statement: All data relating to this study are contained within the manuscript and
Supplementary Materials.

Conflicts of Interest: R.M. declares research funding from Barts & the London Charity, Rosetrees
Trust, Eve Appeal, GSK, BGCS, outside this work, an honorarium for grant review from Israel
National Institute for Health Policy Research and honorarium for advisory board membership from
Astrazeneca/Merck Sharp & Dohme/Everything Genetics limited. The funders had no role in
the design of the study; in the collection, analyses, or interpretation of data; in the writing of the
manuscript; or in the decision to publish the results.

References
1. Sung, H.; Ferlay, J.; Siegel, R.L.; Laversanne, M.; Soerjomataram, I.; Jemal, A.; Bray, F. Global Cancer Statistics 2020: GLOBOCAN

Estimates of Incidence and Mortality Worldwide for 36 Cancers in 185 Countries. CA Cancer J. Clin. 2021, 71, 209–249. [CrossRef]
[PubMed]

2. Rahib, L.; Wehner, M.R.; Matrisian, L.M.; Nead, K.T. Estimated Projection of US Cancer Incidence and Death to 2040. JAMA Netw.
Open 2021, 4, e214708. [CrossRef] [PubMed]

3. Moller, P.; Seppala, T.T.; Bernstein, I.; Holinski-Feder, E.; Sala, P.; Gareth Evans, D.; Lindblom, A.; Macrae, F.; Blanco, I.; Sijmons,
R.H.; et al. Cancer risk and survival in path_MMR carriers by gene and gender up to 75 years of age: A report from the Prospective
Lynch Syndrome Database. Gut 2018, 67, 1306–1316. [CrossRef] [PubMed]

4. Hendricks, L.A.J.; Hoogerbrugge, N.; Schuurs-Hoeijmakers, J.H.M.; Vos, J.R. A review on age-related cancer risks in PTEN
hamartoma tumor syndrome. Clin. Genet. 2021, 99, 219–225. [CrossRef]

https://www.mdpi.com/article/10.3390/cancers14235832/s1
https://www.mdpi.com/article/10.3390/cancers14235832/s1
http://doi.org/10.3322/caac.21660
http://www.ncbi.nlm.nih.gov/pubmed/33538338
http://doi.org/10.1001/jamanetworkopen.2021.4708
http://www.ncbi.nlm.nih.gov/pubmed/33825840
http://doi.org/10.1136/gutjnl-2017-314057
http://www.ncbi.nlm.nih.gov/pubmed/28754778
http://doi.org/10.1111/cge.13875


Cancers 2022, 14, 5832 19 of 23

5. Johnatty, S.E.; Tan, Y.Y.; Buchanan, D.D.; Bowman, M.; Walters, R.J.; Obermair, A.; Quinn, M.A.; Blomfield, P.B.; Brand, A.; Leung,
Y.; et al. Family history of cancer predicts endometrial cancer risk independently of Lynch Syndrome: Implications for genetic
counselling. Gynecol. Oncol. 2017, 147, 381–387. [CrossRef]

6. Bafligil, C.; Thompson, D.J.; Lophatananon, A.; Smith, M.J.; Ryan, N.A.; Naqvi, A.; Evans, D.G.; Crosbie, E.J. Association between
genetic polymorphisms and endometrial cancer risk: A systematic review. J. Med. Genet. 2020, 57, 591–600. [CrossRef]

7. Dalmartello, M.; Vermunt, J.; Negri, E.; Levi, F.; La Vecchia, C. Adult lifetime body mass index trajectories and endometrial cancer
risk. BJOG 2021, 129, 1521–1529. [CrossRef]

8. Saed, L.; Varse, F.; Baradaran, H.R.; Moradi, Y.; Khateri, S.; Friberg, E.; Khazaei, Z.; Gharahjeh, S.; Tehrani, S.; Sioofy-Khojine, A.B.;
et al. The effect of diabetes on the risk of endometrial Cancer: An updated a systematic review and meta-analysis. BMC Cancer
2019, 19, 527. [CrossRef]

9. Dossus, L.; Allen, N.; Kaaks, R.; Bakken, K.; Lund, E.; Tjonneland, A.; Olsen, A.; Overvad, K.; Clavel-Chapelon, F.; Fournier, A.;
et al. Reproductive risk factors and endometrial cancer: The European Prospective Investigation into Cancer and Nutrition. Int. J.
Cancer 2010, 127, 442–451. [CrossRef]

10. Alblas, M.; Velt, K.B.; Pashayan, N.; Widschwendter, M.; Steyerberg, E.W.; Vergouwe, Y. Prediction models for endometrial cancer
for the general population or symptomatic women: A systematic review. Crit. Rev. Oncol. Hematol. 2018, 126, 92–99. [CrossRef]

11. Kitson, S.J.; Evans, D.G.; Crosbie, E.J. Identifying High-Risk Women for Endometrial Cancer Prevention Strategies: Proposal of an
Endometrial Cancer Risk Prediction Model. Cancer Prev. Res. 2017, 10, 1–13. [CrossRef]

12. Sroczynski, G.; Gogollari, A.; Conrads-Frank, A.; Hallsson, L.R.; Pashayan, N.; Widschwendter, M.; Siebert, U. Cost-Effectiveness
of Early Detection and Prevention Strategies for Endometrial Cancer-A Systematic Review. Cancers 2020, 12, 1874. [CrossRef]
[PubMed]

13. Wright, J.D.; Silver, E.R.; Tan, S.X.; Hur, C.; Kastrinos, F. Cost-effectiveness Analysis of Genotype-Specific Surveillance and
Preventive Strategies for Gynecologic Cancers Among Women with Lynch Syndrome. JAMA Netw Open 2021, 4, e2123616.
[CrossRef] [PubMed]

14. Crosbie, E.J.; Ryan, N.A.J.; Arends, M.J.; Bosse, T.; Burn, J.; Cornes, J.M.; Crawford, R.; Eccles, D.; Frayling, I.M.; Ghaem-Maghami,
S.; et al. The Manchester International Consensus Group recommendations for the management of gynecological cancers in
Lynch syndrome. Genet. Med. 2019, 21, 2390–2400. [CrossRef] [PubMed]

15. Schmeler, K.M.; Lynch, H.T.; Chen, L.-m.; Munsell, M.F.; Soliman, P.T.; Clark, M.B.; Daniels, M.S.; White, K.G.; Boyd-Rogers, S.G.;
Conrad, P.G.; et al. Prophylactic Surgery to Reduce the Risk of Gynecologic Cancers in the Lynch Syndrome. N. Eng. J. Med.
2006, 354, 261–269. [CrossRef] [PubMed]

16. Moller, P. Prospective Lynch Syndrome Database (PLSD)—Cumulative Risk for Cancer by Age, Genetic Variant, and Gender.
Available online: http://www.lscarisk.org/ (accessed on 13 April 2019).

17. Committee Opinion No 701: Choosing the Route of Hysterectomy for Benign Disease. Obstet Gynecol. 2017, 129, e155–e159.
[CrossRef] [PubMed]

18. Aarts, J.W.; Nieboer, T.E.; Johnson, N.; Tavender, E.; Garry, R.; Mol, B.W.; Kluivers, K.B. Surgical approach to hysterectomy for
benign gynaecological disease. Cochrane Database Syst. Rev. 2015, 2015, CD003677. [CrossRef] [PubMed]

19. Morrison, J.; Balega, J.; Buckley, L.; Clamp, A.; Crosbie, E.; Drew, Y.; Durrant, L.; Forrest, J.; Fotopoulou, C.; Gajjar, K.; et al. British
Gynaecological Cancer Society (BGCS) uterine cancer guidelines: Recommendations for practice. Eur. J. Obstet. Gynecol. Reprod.
Biol. 2022, 270, 50–89. [CrossRef] [PubMed]

20. Madhvani, K.; Curnow, T.; Carpenter, T. Route of hysterectomy: A retrospective, cohort study in English NHS Hospitals from
2011 to 2017. BJOG 2019, 126, 795–802. [CrossRef]

21. Clarke-Pearson, D.L.; Geller, E.J. Complications of hysterectomy. Obstet. Gynecol. 2013, 121, 654–673. [CrossRef]
22. Fortin, C.; Hur, C.; Falcone, T. Impact of Laparoscopic Hysterectomy on Quality of Life. J. Minim. Invasive Gynecol.

2019, 26, 219–232. [CrossRef] [PubMed]
23. Hall, E.; Finch, A.; Jacobson, M.; Rosen, B.; Metcalfe, K.; Sun, P.; Narod, S.A.; Kotsopoulos, J. Effects of bilateral salpingo-

oophorectomy on menopausal symptoms and sexual functioning among women with a BRCA1 or BRCA2 mutation. Gynecol.
Oncol. 2019, 152, 145–150. [CrossRef] [PubMed]

24. Gaba, F.; Manchanda, R. Systematic review of acceptability, cardiovascular, neurological, bone health and HRT outcomes
following risk reducing surgery in BRCA carriers. Best Pract. Res. Clin. Obstet. Gynaecol. 2020, 65, 46–65. [CrossRef] [PubMed]

25. Manchanda, R.; Gaba, F.; Talaulikar, V.; Pundir, J.; Gessler, S.; Davies, M.; Menon, U.; Gynaecologists, R.C.o.O.a. Risk-Reducing
Salpingo-Oophorectomy and the Use of Hormone Replacement Therapy Below the Age of Natural Menopause: Scientific Impact
Paper No. 66. BJOG 2021, 129, e16–e34. [CrossRef] [PubMed]

26. Karimi, M.; Brazier, J. Health, Health-Related Quality of Life, and Quality of Life: What is the Difference? Pharmacoeconomics
2016, 34, 645–649. [CrossRef]

27. Rabin, R.; Charro, F.d. EQ-SD: A measure of health status from the EuroQol Group. Ann. Med. 2001, 33, 337–343. [CrossRef]
28. NICE. NICE Health Technology Evaluations: The Manual; The National Institute for Health and Care Excellence: London, UK, 2022.
29. Alblas, M.; Peterse, E.F.P.; Du, M.; Zauber, A.G.; Steyerberg, E.W.; van Leeuwen, N.; Lansdorp-Vogelaar, I. Cost-effectiveness of

prophylactic hysterectomy in first-degree female relatives with Lynch syndrome of patients diagnosed with colorectal cancer in
the United States: A microsimulation study. Cancer Med. 2021, 10, 6835–6844. [CrossRef]

http://doi.org/10.1016/j.ygyno.2017.08.011
http://doi.org/10.1136/jmedgenet-2019-106529
http://doi.org/10.1111/1471-0528.17087
http://doi.org/10.1186/s12885-019-5748-4
http://doi.org/10.1002/ijc.25050
http://doi.org/10.1016/j.critrevonc.2018.03.023
http://doi.org/10.1158/1940-6207.CAPR-16-0224
http://doi.org/10.3390/cancers12071874
http://www.ncbi.nlm.nih.gov/pubmed/32664613
http://doi.org/10.1001/jamanetworkopen.2021.23616
http://www.ncbi.nlm.nih.gov/pubmed/34499134
http://doi.org/10.1038/s41436-019-0489-y
http://www.ncbi.nlm.nih.gov/pubmed/30918358
http://doi.org/10.1056/NEJMoa052627
http://www.ncbi.nlm.nih.gov/pubmed/16421367
http://www.lscarisk.org/
http://doi.org/10.1097/AOG.0000000000002112
http://www.ncbi.nlm.nih.gov/pubmed/28538495
http://doi.org/10.1002/14651858.CD003677.pub5
http://www.ncbi.nlm.nih.gov/pubmed/26264829
http://doi.org/10.1016/j.ejogrb.2021.11.423
http://www.ncbi.nlm.nih.gov/pubmed/35065448
http://doi.org/10.1111/1471-0528.15539
http://doi.org/10.1097/AOG.0b013e3182841594
http://doi.org/10.1016/j.jmig.2018.08.019
http://www.ncbi.nlm.nih.gov/pubmed/30176360
http://doi.org/10.1016/j.ygyno.2018.10.040
http://www.ncbi.nlm.nih.gov/pubmed/30414741
http://doi.org/10.1016/j.bpobgyn.2020.01.006
http://www.ncbi.nlm.nih.gov/pubmed/32192936
http://doi.org/10.1111/1471-0528.16896
http://www.ncbi.nlm.nih.gov/pubmed/34672090
http://doi.org/10.1007/s40273-016-0389-9
http://doi.org/10.3109/07853890109002087
http://doi.org/10.1002/cam4.4080


Cancers 2022, 14, 5832 20 of 23

30. Page, M.J.; McKenzie, J.E.; Bossuyt, P.M.; Boutron, I.; Hoffmann, T.C.; Mulrow, C.D.; Shamseer, L.; Tetzlaff, J.M.; Akl, E.A.;
Brennan, S.E.; et al. The PRISMA 2020 statement: An updated guideline for reporting systematic reviews. BMJ 2021, 372, n71.
[CrossRef] [PubMed]

31. Moldovan, R.; Keating, S.; Clancy, T. The impact of risk-reducing gynaecological surgery in premenopausal women at high risk of
endometrial and ovarian cancer due to Lynch syndrome. Fam. Cancer 2015, 14, 51–60. [CrossRef]

32. Etchegary, H.; Dicks, E.; Watkins, K.; Alani, S.; Dawson, L. Decisions about prophylactic gynecologic surgery: A qualitative study
of the experience of female Lynch syndrome mutation carriers. Hered. Cancer Clin. Pract. 2015, 13, 10. [CrossRef]

33. Etchegary, H.; Dicks, E.; Tamutis, L.; Dawson, L. Quality of life following prophylactic gynecological surgery: Experiences of
female Lynch mutation carriers. Fam. Cancer 2018, 17, 53–61. [CrossRef] [PubMed]

34. Kalamo, M.H.; Mäenpää, J.U.; Seppälä, T.T.; Mecklin, J.P.; Huhtala, H.; Sorvettula, K.; Pylvänäinen, K.; Staff, S. Factors associated
with decision-making on prophylactic hysterectomy and attitudes towards gynecological surveillance among women with Lynch
syndrome (LS): A descriptive study. Fam. Cancer 2020, 19, 177–182. [CrossRef] [PubMed]

35. Neis, K.J.; Zubke, W.; Fehr, M.; Römer, T.; Tamussino, K.; Nothacker, M. Hysterectomy for Benign Uterine Disease. Dtsch. Arztebl.
Int. 2016, 113, 242–249. [CrossRef] [PubMed]

36. Ju, H.; Jones, M.; Mishra, G. The prevalence and risk factors of dysmenorrhea. Epidemiol. Rev. 2014, 36, 104–113. [CrossRef]
[PubMed]

37. Pitts, M.K.; Ferris, J.A.; Smith, A.M.; Shelley, J.M.; Richters, J. Prevalence and correlates of three types of pelvic pain in a nationally
representative sample of Australian women. Med. J. Aust. 2008, 189, 138–143. [CrossRef]

38. Santer, M.; Warner, P.; Wyke, S. A Scottish postal survey suggested that the prevailing clinical preoccupation with heavy periods
does not reflect the epidemiology of reported symptoms and problems. J. Clin. Epidemiol. 2005, 58, 1206–1210. [CrossRef]

39. Weissman, A.M.; Hartz, A.J.; Hansen, M.D.; Johnson, S.R. The natural history of primary dysmenorrhoea: A longitudinal study.
BJOG 2004, 111, 345–352. [CrossRef]

40. Abenhaim, H.A.; Harlow, B.L. Live births, cesarean sections and the development of menstrual abnormalities. Int. J. Gynaecol.
Obstet. 2006, 92, 111–116. [CrossRef]

41. Raffone, A.; Seracchioli, R.; Raimondo, D.; Maletta, M.; Travaglino, A.; Raimondo, I.; Giaquinto, I.; Orsini, B.; Insabato, L.;
Pellicano, M.; et al. Prevalence of adenomyosis in endometrial cancer patients: A systematic review and meta-analysis. Arch.
Gynecol. Obstet. 2021, 303, 47–53. [CrossRef]

42. Rowlands, I.J.; Abbott, J.A.; Montgomery, G.W.; Hockey, R.; Rogers, P.; Mishra, G.D. Prevalence and incidence of endometriosis in
Australian women: A data linkage cohort study. BJOG 2021, 128, 657–665. [CrossRef]

43. Sanjida, S.; Obermair, A.; Gebski, V.; Armfield, N.; Janda, M. Long-term quality of life outcomes of women treated for early-stage
endometrial cancer. Int. J. Gynecol. Cancer 2021, 31, 530–536. [CrossRef] [PubMed]

44. NICE. Quality Appraisal Checklist—Qualitative Studies. Available online: https://www.nice.org.uk/process/pmg4/chapter/
appendix-h-quality-appraisal-checklist-qualitative-studies (accessed on 23 August 2022).

45. Jadad, A.R.; Moore, R.A.; Carroll, D.; Jenkinson, C.; Reynolds, D.J.; Gavaghan, D.J.; McQuay, H.J. Assessing the quality of reports
of randomized clinical trials: Is blinding necessary? Control Clin. Trials 1996, 17, 1–12. [CrossRef] [PubMed]

46. Wells, G.A.; Shea, B.; O’Connell, D.; Peterson, J.; Welch, V.; Losos, M.; Tugwell, P. The Newcastle-Ottawa Scale (NOS) for
Assessing the Quality of Nonrandomised Studies in Meta-Analyses. Available online: https://www.ohri.ca/programs/clinical_
epidemiology/oxford.asp (accessed on 23 August 2022).

47. Bofill Rodriguez, M.; Lethaby, A.; Fergusson, R.J. Endometrial resection and ablation versus hysterectomy for heavy menstrual
bleeding. Cochrane Database Syst. Rev. 2021, 2, CD000329. [CrossRef] [PubMed]

48. Fergusson, R.J.; Bofill Rodriguez, M.; Lethaby, A.; Farquhar, C. Endometrial resection and ablation versus hysterectomy for heavy
menstrual bleeding. Cochrane Database Syst. Rev. 2019, 8, CD000329. [CrossRef] [PubMed]

49. Fergusson, R.J.; Lethaby, A.; Shepperd, S.; Farquhar, C. Endometrial resection and ablation versus hysterectomy for heavy
menstrual bleeding. Cochrane Database Syst. Rev. 2013, CD000329. [CrossRef] [PubMed]

50. Hidlebaugh, D.A. Cost and quality-of-life issues associated with different surgical therapies for the treatment of abnormal uterine
bleeding. Obstet. Gynecol. Clin. N. Am. 2000, 27, 451–465. [CrossRef] [PubMed]

51. Kershaw, V.; Hickey, I.; Wyld, L.; Jha, S. The impact of risk reducing bilateral salpingo-oophorectomy on sexual function in
BRCA1/2 mutation carriers and women with Lynch syndrome: A systematic review and meta-analysis. Eur. J. Obstet. Gynecol.
Reproduct. Biol. 2021, 265, 7–17. [CrossRef]

52. Kluivers, K.B.; Johnson, N.P.; Chien, P.; Vierhout, M.E.; Bongers, M.; Mol, B.W. Comparison of laparoscopic and abdominal
hysterectomy in terms of quality of life: A systematic review. Eur. J. Obstet. Gynecol. Reprod. Biol. 2008, 136, 3–8. [CrossRef]

53. Lethaby, A.; Ivanova, V.; Johnson, N.P. Total versus subtotal hysterectomy for benign gynaecological conditions. Cochrane Database
Syst. Rev. 2006, 16, Cd004993. [CrossRef]

54. Lethaby, A.; Shepperd, S.; Cooke, I.; Farquhar, C. Endometrial resection and ablation versus hysterectomy for heavy menstrual
bleeding. Cochrane Database Syst. Rev. 2000, 2, CD000329. [CrossRef]

55. Marjoribanks, J.; Lethaby, A.; Farquhar, C. Surgery versus medical therapy for heavy menstrual bleeding. Cochrane Database Syst.
Rev. 2003, 2, Cd003855. [CrossRef]

56. Marjoribanks, J.; Lethaby, A.; Farquhar, C. Surgery versus medical therapy for heavy menstrual bleeding. Cochrane Database Syst.
Rev. 2006, CD003855. [CrossRef]

http://doi.org/10.1136/bmj.n71
http://www.ncbi.nlm.nih.gov/pubmed/33782057
http://doi.org/10.1007/s10689-014-9761-0
http://doi.org/10.1186/s13053-015-0031-4
http://doi.org/10.1007/s10689-017-9997-6
http://www.ncbi.nlm.nih.gov/pubmed/28551770
http://doi.org/10.1007/s10689-020-00158-5
http://www.ncbi.nlm.nih.gov/pubmed/31997047
http://doi.org/10.3238/arztebl.2016.0242
http://www.ncbi.nlm.nih.gov/pubmed/27146592
http://doi.org/10.1093/epirev/mxt009
http://www.ncbi.nlm.nih.gov/pubmed/24284871
http://doi.org/10.5694/j.1326-5377.2008.tb01945.x
http://doi.org/10.1016/j.jclinepi.2005.02.026
http://doi.org/10.1111/j.1471-0528.2004.00090.x
http://doi.org/10.1016/j.ijgo.2005.10.011
http://doi.org/10.1007/s00404-020-05840-8
http://doi.org/10.1111/1471-0528.16447
http://doi.org/10.1136/ijgc-2020-002145
http://www.ncbi.nlm.nih.gov/pubmed/33361459
https://www.nice.org.uk/process/pmg4/chapter/appendix-h-quality-appraisal-checklist-qualitative-studies
https://www.nice.org.uk/process/pmg4/chapter/appendix-h-quality-appraisal-checklist-qualitative-studies
http://doi.org/10.1016/0197-2456(95)00134-4
http://www.ncbi.nlm.nih.gov/pubmed/8721797
https://www.ohri.ca/programs/clinical_epidemiology/oxford.asp
https://www.ohri.ca/programs/clinical_epidemiology/oxford.asp
http://doi.org/10.1002/14651858.CD000329.pub4
http://www.ncbi.nlm.nih.gov/pubmed/33619722
http://doi.org/10.1002/14651858.CD000329.pub3
http://www.ncbi.nlm.nih.gov/pubmed/31463964
http://doi.org/10.1002/14651858.CD000329.pub2
http://www.ncbi.nlm.nih.gov/pubmed/24288154
http://doi.org/10.1016/S0889-8545(00)80035-2
http://www.ncbi.nlm.nih.gov/pubmed/10991717
http://doi.org/10.1016/j.ejogrb.2021.08.001
http://doi.org/10.1016/j.ejogrb.2007.06.004
http://doi.org/10.1002/14651858.CD004993.pub2
http://doi.org/10.1002/14651858.Cd000329
http://doi.org/10.1002/14651858.Cd003855
http://doi.org/10.1002/14651858.CD003855.pub2


Cancers 2022, 14, 5832 21 of 23

57. Marjoribanks, J.; Lethaby, A.; Farquhar, C. Surgery versus medical therapy for heavy menstrual bleeding. Cochrane Database Syst.
Rev. 2016, 2016, CD003855. [CrossRef] [PubMed]

58. Meston, C.M.; Bradford, A. A brief review of the factors influencing sexuality after hysterectomy. Sex. Relationsh. Ther.
2004, 19, 5–14. [CrossRef]

59. Middleton, L.J.; Champaneria, R.; Daniels, J.P.; Bhattacharya, S.; Cooper, K.G.; Hilken, N.H.; O’Donovan, P.; Gannon, M.; Gray, R.;
Khan, K.S.; et al. Hysterectomy, endometrial destruction, and levonorgestrel releasing intrauterine system (Mirena) for heavy
menstrual bleeding: Systematic review and meta-analysis of data from individual patients. BMJ 2010, 341, c3929. [CrossRef]

60. Pynnä, K.; Vuorela, P.; Lodenius, L.; Paavonen, J.; Roine, R.P.; Räsänen, P. Cost-effectiveness of hysterectomy for benign
gynecological conditions: A systematic review. Acta Obstet. Gynecol. Scand. 2014, 93, 225–232. [CrossRef]

61. van der Kooij, S.M.; Bipat, S.; Hehenkamp, W.J.; Ankum, W.M.; Reekers, J.A. Uterine artery embolization versus surgery in the
treatment of symptomatic fibroids: A systematic review and metaanalysis. Am. J. Obstet. Gynecol. 2011, 205, 317.e1–317.e18.
[CrossRef]

62. Vitale, S.G.; Ferrero, S.; Ciebiera, M.; Barra, F.; Török, P.; Tesarik, J.; Vilos, G.A.; Cianci, A. Hysteroscopic endometrial resection
vs. hysterectomy for abnormal uterine bleeding: Impact on quality of life and sexuality. Evidence from a systematic review of
randomized controlled trials. Curr. Opin. Obstet. Gynecol. 2020, 32, 159–165. [CrossRef]

63. Hurskainen, R.; Teperi, J.; Rissanen, P.; Aalto, A.M.; Grenman, S.; Kivelä, A.; Kujansuu, E.; Vuorma, S.; Yliskoski, M.; Paavonen,
J. Quality of life and cost-effectiveness of levonorgestrel-releasing intrauterine system versus hysterectomy for treatment of
menorrhagia: A randomised trial. Lancet 2001, 357, 273–277. [CrossRef]

64. Hurskainen, R.; Teperi, J.; Rissanen, P.; Aalto, A.M.; Grenman, S.; Kivelä, A.; Kujansuu, E.; Vuorma, S.; Yliskoski, M.; Paavonen, J.
Clinical outcomes and costs with the levonorgestrel-releasing intrauterine system or hysterectomy for treatment of menorrhagia:
Randomized trial 5-year follow-up. JAMA 2004, 291, 1456–1463. [CrossRef]

65. Halmesmäki, K.; Hurskainen, R.; Tiitinen, A.; Teperi, J.; Grenman, S.; Kivelä, A.; Kujansuu, E.; Yliskoski, M.; Paavonen, J. A
randomized controlled trial of hysterectomy or levonorgestrel-releasing intrauterine system in the treatment of menorrhagia-effect
on FSH levels and menopausal symptoms. Hum. Reprod. 2004, 19, 378–382. [CrossRef] [PubMed]

66. Halmesmäki, K.; Hurskainen, R.; Teperi, J.; Grenman, S.; Kivelä, A.; Kujansuu, E.; Tuppurainen, M.; Yliskoski, M.; Vuorma, S.;
Paavonen, J. The effect of hysterectomy or levonorgestrel-releasing intrauterine system on sexual functioning among women
with menorrhagia: A 5-year randomised controlled trial. BJOG 2007, 114, 563–568. [CrossRef] [PubMed]

67. Heliövaara-Peippo, S.; Hurskainen, R.; Teperi, J.; Aalto, A.M.; Grénman, S.; Halmesmäki, K.; Jokela, M.; Kivelä, A.; Tomás, E.;
Tuppurainen, M.; et al. Quality of life and costs of levonorgestrel-releasing intrauterine system or hysterectomy in the treatment
of menorrhagia: A 10-year randomized controlled trial. Am. J. Obstet. Gynecol. 2013, 209, 535.e1–535.e14. [CrossRef] [PubMed]

68. Kuppermann, M.; Varner, R.E.; Summitt, R.L.; Learman, L.A.; Ireland, C.; Vittinghoff, E.; Stewart, A.L.; Lin, F.; Richter, H.E.;
Showstack, J.; et al. Effect of hysterectomy vs. medical treatment on health-related quality of life and sexual functioning: The
medicine or surgery (Ms) randomized trial. JAMA 2004, 291, 1447–1455. [CrossRef] [PubMed]
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