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C-Gyn 25 Managing the adnexa at the time of
hysterectomy for benign gynaecological disease

This statement has been developed by the Endoscopic Surgery Advisory Committee (ESAC) and approved by
the Women’s Health Committee (WHC) and associated working groups, RANZCOG Council and Board.

WHC membership list is in Appendix A: Women’s Health Committee Membership and ESAC membership is in
Appendix B: RANZCOG Endoscopic Surgery Advisory Committee Membership.

Conflict of Interest disclosures have been received from all members of these committees. (Appendix C)

Disclaimer: This information is intended to provide general advice to practitioners. This information should
not be relied on as a substitute for proper assessment with respect to the particular circumstances of each
case and the needs of any patient. This document reflects emerging clinical and scientific advances as of the
date issued and is subject to change. The document has been prepared having regard to general

circumstances (Appendix_D)

Objectives: To provide advice on the removal of healthy ovaries and fallopian tubes at the time
of hysterectomy for benign disease.

Target audience: | This statement was developed primarily for use by gynaecologists and women
considering hysterectomy.
"See: RANZCOG's Interim statement on gendered language (below).

Background: This statement was first developed by the WHC in July 2009 and was reviewed in July
2017 and updated in 2022. The statement was most recently updated by the
Endoscopic Surgery Advisory Committee, in association with AGES and RANZCOG’s
Women's Health Committee in February /2023.

Funding: The development and review of this statement was funded by RANZCOG.

" RANZCOG currently uses the term ‘woman’ in its documents to include all individuals needing obstetric and
gynaecological healthcare, regardless of their gender identity. The College is firmly committed to inclusion of all
individuals needing O&G care, as well as all its members providing care, regardless of their gender identity.
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1. Plain language summary
The removal of ovaries at the time of hysterectomy is often suggested in order to reduce the
likelihood of developing ovarian cancer. This approach was common but it is now recognised that
there may be health benefits associated with conserving the ovaries. Evidence from one systematic
review and the ten studies summarised in this statement, suggest that while removal of the ovaries
(oophorectomy) resulted in fewer diagnoses and deaths from ovarian cancer, there was no overall
benefit in improving mortality from the removal of the ovaries at any age (low and very low-quality
evidence). There was no age when removing the ovaries improved overall survival. Removing the
ovaries of younger women (< 50 years old) was associated with increased mortality in later years,
particularly if women did not use hormone therapy.

The removal of fallopian tubes at the time of hysterectomy is increasingly common as it has been
reported that the majority of ovarian cancers arise in the fallopian tubes. Evidence from four
systematic reviews and five studies were summarized. There was only one study on the removal of
the fallopian tubes at the time of hysterectomy. In the other studies the removal of the tubes was
performed for other reasons such as ectopic pregnancy, tubal infection and where other pathology
was noted, which raises the possibility of verification bias. There was data suggesting reduced number
of diagnoses of ovarian cancer but there was no data on reduced deaths from ovarian cancer. Studies
of hysterectomy and bilateral salpingectomy did not report a difference in surgery related adverse
related events compared to hysterectomy without salpingectomy.

2. Purpose and scope
In 2022, under the auspices of a joint AGES-RANZCOG Endoscopic Surgery Advisory Committee
(ESAC), the existing C-Gyn 25 statement was updated. The Committee determined the purpose of this
Clinical Guidance Statement would be to provide advice on the removal of healthy ovaries and
fallopian tubes at the time of hysterectomy for benign gynaecological disease.

The methodology used to develop this Clinical Guidance Statement is detailed in Methods.

3. Executive summary
This statement has been updated. The following recommendations were made.

List of recommendations

Recommendation 1 Evidence based recommendation
Weak/Conditional

For women < 50 years who are considering oophorectomy at the time of a hysterectomy, it is suggested
that the discussion include the benefits and harms of the procedure including increased mortality at an
older age and reduced diagnoses of ovarian cancer and deaths from ovarian cancer.

Quality of evidence: Low for mortality, moderate for diagnosis of ovarian cancer.

For women 50 years and older who are considering oophorectomy at the time of a hysterectomy, it is
suggested that the discussion includes the reduced diagnoses of ovarian cancer and death from ovarian
cancer and that there is no evidence of survival benefit when both ovaries are removed.

Quality of evidence: Low for mortality, moderate for diagnosis of ovarian cancer

Recommendation 2 \ Evidence based recommendation

Weak/Conditional

It is suggested that women who are considering a hysterectomy, discuss the benefits and harms of bilateral
salpingectomy, including that although reduced ovarian cancer diagnoses have been reported following
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salpingectomy, no studies reported ovarian cancer mortality or overall mortality data and additionally, that
there was no increase in surgical adverse events with salpingectomy.

Quality of evidence: Very low

4. Introduction

Rationale

The removal of one or both ovaries at the time of hysterectomy (sometimes called opportunistic
removal) is often suggested with the aim of reducing the likelihood of developing ovarian cancer.
This approach used to be common, but it is now recognised that there may be benefits in later years
in conserving the ovaries.!

The majority of high-grade ovarian cancers (epithelial ovarian cancers Type Il) arise in the fallopian
tube.?* This information has led to the suggestion of removing both fallopian tubes at the time of
hysterectomy.

The purpose of this statement is to consider the benefits and harms of removing the ovaries or
fallopian tubes at the time of hysterectomy for benign gynaecological disease (non-cancerous
pathology such as fibroids and endometriosis).

Background epidemiology

Ovarian cancer is an uncommon cancer with poor outcomes. In Australia it is the 9™ most common
cancer in women and the 6™ most common cause of death in women, accounting for 4.6% of all
cancer deaths in women.> Half of the women diagnosed with ovarian cancer will die within five
years. In 2022, the estimated lifetime risk of being diagnosed with ovarian cancer in Australia is 1.2%
by the age of 85. The risk of dying from ovarian cancer by age 85 is 1 in 148 (or 0.68%).

In Aotearoa New Zealand ovarian cancer is the 5™ leading cause of death in wahine.¢

90% of ovarian cancers come from cells on the outside of the ovary (epithelial ovarian cancer (EOC))
and more than two thirds are diagnosed at an advanced stage when treatments may be less
effective.*

There are two subtypes of EOC:

e Type 1 which are low grade serous carcinomas (LGSC), mucinous carcinomas, Brenner
tumours, low grade endometroid, clear cell & seromucinous carcinomas.

e Type 2 which are high grade serous carcinoma (HGSC), high-grade endometroid carcinoma,
undifferentiated carcinoma and malignant mixed mesodermal tumours. Approximately 70%
of EOC are Type 2, and 90% of the deaths from ovarian cancer are associated with Type 2. 3°
The majority of Type 2 have been found to arise in the fallopian tube ** leading to the
suggestion that removal of the fallopian tubes may reduce the likelihood of later
development of ovarian cancer.

5. Methods

The statement was developed according to approved RANZCOG processes, available in the Manual
for Developing and Updating Clinical Guidance Statements.
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Following these processes, the Research and Policy Team conducted an electronic search for studies
of opportunistic salpingectomy and oophorectomy on 12" October 2022. The following databases
were searched: Cochrane Library, MEDLINE, Embase and Epistemonikos. This search included 1346
studies, of which 60 potential studies were identified and their abstracts were screened. Full text
articles were retrieved for 34 studies and 10 studies of oophorectomy (included one systematic
review AMSTAR rating High), and nine studies of salpingectomy were included (included 4 systematic
reviews (AMSTAR ratings all high) GRADE assessments were done. Studies of patients at high risk
(BRCA) and those who had undergone tubal ligation were excluded.

Detailed evidence profiles for each clinical question including study results and absolute effect
estimates and evidence to decision tables are in Appendix D- Evidence profiles.

6. Clinical questions and findings

Clinical Question 1

Does removal of the ovaries at the time of hysterectomy improve long term health?

P- Women at low risk of ovarian cancer (all age ranges).

| - hysterectomy and removal of both ovaries

C- hysterectomy with conservation of both ovaries

O- Overall mortality (any cause); diagnoses of cardiovascular disease, breast, and ovarian cancer;
mortality from specific causes — cardiovascular disease and breast and ovarian cancer; surgical
complications; timing of onset of menopausal symptoms.

Excluded: women with risk factors for ovarian cancer such as family history and BRCA, and studies
with unilateral salpingo-oophorectomy.

Summary of evidence

One systematic review’ and eight studies were identified that study women with hysterectomy alone
were compared to women with hysterectomy and bilateral salpingo-oophorectomy (BS0).8* Two
studies that compared hysterectomy with bilateral oophorectomy with no hysterectomy/surgery, did
not meet the criteria and were excluded.®*” There was one study using a Markov model to study the
impact of oophorectomy at the time of hysterectomy.*®

Overall mortality: The quality of the four studies for the outcome of mortality was low to very low
certainty. In all studies of women having hysterectomy and both ovaries removed compared with
ovarian conservation there was no difference in the overall mortality.®*?

In younger premenopausal women (aged <50 years, 35-45 years) who had hysterectomy and both
ovaries removed there was an increase in the overall mortality two to three decades following the
surgery (two studies, low to very low certainty).®?2 In one of the studies, the mortality was only
increased in those not using hormone therapy (low certainty).® The percentages of women with an
overall increase in mortality ranged from 0.5% to 16.9%. In older women having a hysterectomy and
both ovaries removed compared with ovarian conservation there was no difference in the overall
mortality.

There was no age group where removing both ovaries increased survival .82

Diagnosis of ovarian cancer and death from ovarian cancer: The quality of the studies that reported
ovarian cancer diagnoses and deaths from ovarian cancer was moderate to very low.
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In those women who had both ovaries removed at the time of hysterectomy there was evidence of a
decrease of ovarian cancer diagnoses and deaths from ovarian cancer in all studies (moderate to low
certainty).® 18

The number needed to treat to prevent the occurrence of one additional ovarian cancer diagnosis at
20 years of follow up was 260 (all women). The number needed to treat for the same outcome for
women aged >= 50 years at the time of BSO was 161.%3

Mortality from other causes: Three studies reported a decrease in the number of diagnoses of breast
cancers following BSO.%%* Two of the studies did not report mortality from breast cancer.>!* The one
study that reported deaths from breast cancer did not report a difference between ovarian
conservation and BSO.8

Cardiovascular mortality was increased with women who had a hysterectomy and BSO compared to
hysterectomy alone OR 1.41 (1.09, 1.83).% Cardiovascular disease was more often reported in younger
women <45 years of age who had both ovaries removed and not been treated with oestrogen.®*? Two
other studies reported no difference.” !

Surgical morbidity: Women who had hysterectomy with ovarian conservation experienced slightly
increased readmission rates at 30 days and 90 days respectively, compared to women who had a
hysterectomy without ovarian conservation.**

Other concerns: An association between oophorectomy and reduced cognition in later decades has
also been reported.®

Recommendation 1 Evidence based recommendation \
Weak recommendation

For women < 50 years who are considering oophorectomy at the time of a hysterectomy, it is suggested

that the benefits and harms of the procedure including increased mortality at an older age and decreased
diagnoses of ovarian cancer and death from ovarian cancer.

Quality of evidence: Low for mortality, moderate for diagnosis of ovarian cancer.

For women 50 years and older who are considering oophorectomy at the time of a hysterectomy, it is
suggested that the discussion includes the reduced diagnoses from ovarian cancer and death of ovarian
cancer and that there is no evidence of survival benefit when both ovaries were removed.

Quality of evidence: Low for mortality, moderate for diagnosis of ovarian cancer

Clinical Question 2

Does removal of the fallopian tubes at the time of hysterectomy reduce ovarian cancer?
P- Women at low risk of ovarian cancer

| - Hysterectomy and removal of both fallopian tubes

C- hysterectomy with retention of both fallopian tubes

O- Diagnoses of cardiovascular disease, breast, and ovarian cancer; mortality from any cause;
mortality from specific causes — cardiovascular disease and breast and ovarian cancer; surgical
complications; timing of onset of menopausal symptoms.

Excluded: Women with risk factors for ovarian cancer.

Evidence summary

Four systematic reviews'®2

and five additional studies met the inclusion criteria.* 226

Ovarian cancer or overall mortality: No studies reported ovarian mortality or overall mortality data for
bilateral salpingectomy.
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Ovarian cancer diagnoses: Only one study considered removal of both fallopian tubes at the time of
hysterectomy and compared these with women who had hysterectomy alone. The study reported
reduced ovarian cancer diagnoses in women who had their tubes removed 9 years earlier (low
quality).?’

A further three studies reported salpingectomy at the time of surgery (but not at the time of
hysterectomy). For women who had both fallopian tubes removed at any surgery there was a
decrease in ovarian cancer diagnoses. Verification bias is possible in these studies as surgeons may
have removed tubes that looked abnormal at the time of surgery for other indications. (Very low —
downgraded as most studies not at time of hysterectomy).

Surgical morbidity: There was no evidence of a difference reported in surgery related adverse events
following surgery for salpingectomy and no salpingectomy (low to very low).* %!

Quality of life: There was no evidence of a difference reported in the quality-of-life measures
following surgery for salpingectomy and no salpingectomy (low to very low). 2!

Postoperative hormonal status (AMH, FSH levels) and menopausal symptoms: One study reported an
increased risk of menopausal symptoms one year after hysterectomy with bilateral salpingectomy?*
but studies of AMH and FSH levels have not reported a difference between salpingectomy and no
salpingectomy (moderate quality).??

Survey data: A survey of 77 patients in the Netherlands reported that 46% of patients were concerned

about removing healthy organs.?®

e Asurvey of 204 health professionals reported that 66% were concerned about risks due to
adhesions and the feasibility of women having a hysterectomy with bilateral salpingectomy using
the vaginal approach.’

Recommendation 2 Evidence based recommendation

Weak/Conditional

It is suggested that women considering a hysterectomy discuss the benefits and harms of bilateral
salpingectomy including that although decreased ovarian cancer diagnoses have been reported following
salpingectomy, no studies reported ovarian cancer mortality or overall mortality data and additionally, that
there was no increase in surgical adverse events with salpingectomy.

Quality of evidence: Very low

7. Legal and ethical implications

There are no legal or ethical implications. Consent for hysterectomy with and without oophorectomy
or salpingectomy should follow the College guidance in (C-Gen 2a and C-Gen 2b).

8. Recommendations for future research

Three long term studies are underway.

e NCT03045965. Hysterectomy and OPPortunistic SAlpingectomy (HOPPSA) [Hysterectomy and
Opportunistic Salpingectomy]. clinicaltrials.gov/ct2/show/NCT03045965 (first received 8 February
2017).

e NCT02086344. Ovarian Reserve Modification After Lps Hysterectomy With Bilateral
Salpingectomy [The Effect in Term of Ovarian Reserve Modification of Adding Prophylactic
Bilateral Salpingectomy (PBS) to TLH for Preventing Ovarian Cancer].
clinicaltrials.gov/ct2/show/NCT02086344 (first received 13 March 2014).
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e NCT01628432. Effect of Salpingectomy During Conservative Hysterectomy (SALPINGOVA) [Effect
of Total Salpingectomy During Conservative Hysterectomy for Benign Disease on Ovarian
Function: Non-Inferiority Randomized Controlled Trial]. clinicaltrials.gov/ct2/show/NCT01628432
(first received 26 June 2012).

Quality of life: further research is needed on impacts on quality of life.

Further studies should report the ovarian and overall mortality of women who have bilateral
salpingectomy at the time of hysterectomy.
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10. Links to relevant College Statements
e Evidence-based Medicine, Obstetrics and Gynaecology (C-Gen 15)

11. Links to relevant Consumer resources

e RANZCOG Patient Information Pamphlets can be accessed at:
http://ranzcog.edu.au/resource-hub/?resource audience=for-public

12. Links to relevant ATMs and learning modules
To be determined

13. Useful links/support groups

e https://www.cancer.org.nz/cancer/types-of-cancer/ovarian-cancer/
https://cureourovariancancer.org/nz/ovarian-cancer/
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Appendix B: RANZCOG Endoscopic Surgery Advisory Committee Membership

Name Position on Committee

Dr Marilla Druitt Chair and RANZCOG Member
Dr Michael Wyn-Williams Deputy Chair and AGES Member
Dr Helen Green AGES Member

Dr Rachel Green AGES Member

A/Professor George Condous AGES Member

Dr Stephen Lyons AGES Member

Dr Phil Suisted RANZCOG Member

Dr Gary Swift RANZCOG Member

Professor Yee Leung RANZCOG Member

Professor Cindy Farquhar Dean of Research & Policy
Ms Jinty Wilson Head of Research & Policy

2 RANZCOG wish to acknowledge the contribution of the technical support provided by the University of
Auckland (Dr Karyn Anderson, Ms Marian Showell) who have supported the identification and appraisal of
evidence.
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Appendix C: Overview of the development and review process for this statement

I. Declaration of interest process and management

Declaring interests is essential in order to prevent any potential conflict between the private interests
of members, and their duties as part of RANZCOG Women’s Health Committee or working groups. A
declaration of interest form specific to guidelines and statements (approved by the RANZCOG Board
in September 2012). All members of the Statement Development Panels, Statement and Guideline
Advisory Group (SaGG) and Women’s Health Committee were required to declare their relevant
interests in writing on this form prior to participating in the review of this statement.

Members were required to update their information as soon as they become aware of any changes to
their interests and there was also a standing agenda item at each meeting where declarations of
interest were called for and recorded as part of the meeting minutes.

There were no significant real or perceived conflicts of interest that required management during the
process of updating this statement.

ii. Steps in developing and updating this statement
This statement was first developed in 2009 and updated in 2012 by the Women’s Health Committee.
It was reviewed by the ESAC, in association with AGES and the Women’s Health Committee in 2021. It
was most recently reviewed by the Women’s Health Committee in March 2023. The following steps
were undertaken by the Research and Policy Team and the ESAC/WHC in reviewing this statement:
e  Declarations of interest were sought from all members prior to reviewing this statement.
e  Structured clinical questions were developed and agreed upon.
e Anupdated literature search to answer the clinical questions was undertaken.
e At the month/year meeting of the Women’s Health Committee, the existing consensus-based
recommendations were reviewed and updated (where appropriate) based on the available
body of evidence and clinical expertise, as set out in the Methodology section below.

RANZCOG statements are developed following the standards of the Australian National Health and
Medical Research Council (NHMRC), which includes the use of GRADE methodology. The Evidence to
Decision framework embedded within the MAGIC (Making GRADE the Irresistible Choice) digital
platform (https://magicevidence.org) is used to publish the updated statement recommendations.
The recommendations published by RANZCOG are approved by the RANZCOG Women’s Health
Committee, Council and Board respectively. The processes used to develop RANZCOG clinical
guidance statements are described in detail at: https://ranzcog.edu.au/wp-
content/uploads/2022/08/Manual-for-developing-and-updating-clinical-guidance-statements.pdf

ji. Developing recommendations using GRADE methodology

Phrasing for recommendations differs according to the strength of evidence. The relevant GRADE
assessments for each recommendation are presented within the online platform used to structure
the clinical guidance statement: MAGICapp; https://magicevidence.org/magicapp/.
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Appendix D- Evidence profiles

Clinical Question 1

Does removal of ovaries at the time of hysterectomy improve long term health?

P- Women at low risk of ovarian cancer (all age ranges).

I- Hysterectomy and removal of both ovaries

C- Hysterectomy with conservation of both ovaries

O- Overall mortality (any cause); Diagnoses of cardiovascular disease, breast and ovarian cancer;
mortality from specific causes — cardiovascular disease and breast and ovarian cancer; surgical
complications; timing of onset of menopausal symptoms.

Excluded: women with risk factors for ovarian cancer such as family history and BRCA, and studies
with unilateral salpingo-oophorectomy.

Evidence to decision

Benefits and harms Important harms

Small benefits (reduced diagnosis and deaths from ovarian cancer) and moderate harm (increased
overall mortality, especially if ovaries removed before 45 years old)8-15

In younger premenopausal women (<50, 35-45 yo) who had hysterectomy and both ovaries
removed there was an increase in the overall mortality in 2 to 3 decades following the surgery. (2
studies, low to very low certainty).®*? In one of the studies the mortality was only increased in
those not using hormone therapy (low certainty)®. The percentages of women with the overall
increase in mortality ranged from 0.5% to 16.8%. In older women having hysterectomy and both
ovaries removed compared with ovarian conservation there was no difference in the overall
mortality.

There was no age group where removing both ovaries increased survival.® In those women who
had both ovaries removed at the time of hysterectomy there was evidence of a decrease of ovarian
cancer diagnoses and deaths from ovarian cancer in all studies (moderate to low certainty)

Cardiovascular mortality was increased with women who had hysterectomy and BSO compared to
hysterectomy alone. OR 1.41 (1.09, 1.83)8. Cardiovascular disease was more often reported in
younger women <45 who had both ovaries removed and not been treated with estrogen). &2
Other concerns about the association between oophorectomy and cognition in later decades have
also been reported. (Rocca 2022)*

Domain Summary of judgement | Comment

Certainty of evidence Low to moderate All the studies were observational studies. Low
quality for the outcome of mortality, moderate
quality for the diagnosis of ovarian cancer.

Values and preferences | Substantial variability is | Women wish to avoid a diagnosis of ovarian cancer
expected or uncertain but the possibility of increasing their overall chance
of dying from cardiovascular disease may influence
that decision.

Resources Not considered Cost studies were out of scope but the removal of
the ovaries at the time of a hysterectomy is not likely
to increase the short term costs.
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Equity

No important issues with
recommended
alternatives

benefits.

There were no equity issues except that all women
have the right to a discussion of the harms and

Acceptability

Important issues or
potential issues not
investigated

Most women would probably want to avoid a
diagnosis of ovarian cancer but the possibility of
increasing their overall chance of dying from
cardiovascular disease may influence that decision.

Feasibility

No important issues with
recommended
alternatives

hysterectomy.

There are no concerns about feasibility of removing
the ovaries at the time of hysterectomy except
perhaps for the women having a vaginal

Evidence profiles for oophorectomy

Population: Women at low risk for ovarian cancer
Intervention: Hysterectomy
Comparator: Hysterectomy with oophorectomy

Absolute effect estimates

Certainty of the

Outcome Study results and Hysterectomy Evidence Plain language
Timeframe measurements Hysterectomy with (Quality of summary
oophorectomy evidence)
OVERALL MORTALITY
132 168
per 1000 per 1000 Low
Although large
Overall Hazard ratio: 1.13 :;L;(:Zsasr;(jj Hysterectomy
mortalit (C195%1.06 - 1.21) confoundin with
(Parker 20I3)7 Based on data from the atientf oophorectomy
28 vrs 30117 participants ‘ VF\)/ere may worsen
Y Follow up 28 Difference: 36 more per 1000 , overall mortality
(C195% 25 more - 139 more) | Predominantly
white (94%) and
all nurses.
59
Overall Hazard ratio: 0.98 60 per 1000 Hysti\:i;tomy
mortalit (C195%0.87 - 1.1) per 1000 Low oophorectom
(Jacob 201/1)8 Based on data from ma phave Iittleér
Y 25448 participants / .
8yrs Follow up 7 years Difference: 1 more per 1000 no difference on
(CI 95% 8 fewer - 6 more) overall mortality
Overall Hazard ratio: 1.04 3.8 4.8 Hysterectomy
mortalit (C195% 0.97 -1.11) per 1000 per 1000 with
(Tuesle;/ Based on data from Low oophorectomy
2020)° 1544150 Difference: 1 more per 1000 may have little or
26 yrs participants Follow (Cl 95% O fewer - 4 more) no difference on
up 26 overall mortality
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66.0 80.0 We are uncertain
Hazard ratio not per 1000 per 1000 whether
Overall :
) provided hysterectomy
mortality .
: Based on data from Very low, with
(Cusimano .
2022)" 195282 Difference: 14 more per 1000 | "o HR in paper | oophorectomy
participants Follow increases or
14 years
up 16 decreases overall
mortality
Overall Hazard ratio: 1.41 28 39 per 1000 Low Hysterectomy
mortality < 50 |(Cl95% 1.04 - 1.92) per 1000 Although large with
never used ET |Based on data from study and oophorectomy
(Parker 2013)7 | 30117 participants addressed may worsen
28 yrs f-up Follow up 28 years Difference: 11 more per 1000 confounding | overall mortality
(C195% 1 more - 26 more) the patients < 50 never used
were menopausal
predominantly hormone
white (94%) treatments
white and all
nurses.
6 10.
per 1000 per 1000
moor\’zzlrii” in Adj Hazard ratio:
women \)\//ith 1.56 Data included
(Cl195% 1.37-1.82 early deaths
hysterectomy Based on data from Low where diagnosis
aged 35to 45 ase Difference: 4 more per 1000 g
113679 o was made shortly
yrs (Mytton o (CI95% 3 more —5 more)
2017)2 participants Follow after the surgery.
-1
3to 13 years up 3-13 years
INCIDENCE OF OVARIAN CANCER
0.7 2.9 Data included
. per 1000 per 1000 early deaths
olvnacrli(:inccaen(cir Hazard ratio: 3.85 where diagnosis
: ; (Cl95% 2.70 — was made shortly
in women with
5.26) after the surgery.
hysterectomy Low .
aged 35 t0 45 Based on data from| pifference: 2.2 more per 1000 This resulted
yrs (Mytton 113679 diagnoses in
2017)12 participants Follow | (¢ 95% 1.91 more —2.98 fewer) more ovarian
up 3-13 years cancers benign
3to 13 years
detected than
expected.
Incidence of Hazard ratio: 0.23 1.0 0.23 Low Hysterectomy
ovarian cancer |(Cl 95% 0.14 - 0.38) per 1000 per 1000 with
. Low numbers
only (Cusimano | Based on data from | pifference: 0.77 fewer per 1000 with cancer oophorectomy

2022)1

195282

(CI95% 0.86 fewer - 0.62 fewer)

may decrease
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participantsin 1
studies
Follow up 16 yrs

%
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incidence of
ovarian cancer

Incidence of No hazard ratios 2.8 0.2 Hysterectomy
: Based on data from per 1000 per 1000 with
ovarian cancer
135374 Low oophorectomy
only (Falconer - . .
2015)13 participants in 1 Difference: fewer per 1000 may iImprove
studies incidence of
10+ years .
Follow up 10+ yrs ovarian cancer
3.3 0.2
Incidence of er 1000 er 1000 Fysterectomy
. No Hazard ratios P P with
ovarian cancer
Based on data from Low oophorectomy
only (Jacoby .
20118 25448 participants may decrease
7.5yrs Follow up 7.5 years Difference: 3.1 fewer per 1000 |nC|.dence of
ovarian cancer
. . 1.4 0.23 Hysterectomy
D|agnoses of | Hazard ratio: 8.33 per 1000 per 1000 with
ovarian cancer | (Cl95% 3.57 - 20
Low oophorectomy
only Based on data from may decrease
(Chan 2013)™ | 52716 participants | pifference: 1.32 fewer per 1000 incidence of
Follow up 8 years | (| 95% 1.42 fewer - 1.08 fewer) ovarian cancer
DEATH FROM OVARIAN CANCER
0.2 33 We are uncertain
1000 1000
per per Very low whether
Death from Hazard ratio: 0.06 only 48 women | hysterectomy
ovarian cancer | (Cl 95% 0.02 - 0.17) developed with
only (Parker |Based on data from cancer over 28 | oophorectomy

2013)% 30117 participants | Difference: 0.19 fewer per 1000 | years - 44 in no increases or
28 years Follow up 28 years | (C195%0.2 fewer-0.17 fewer) | gso armand 4 | decreases death
in the BSO arm from ovarian
cancer
8.9 0.8
Hysterectomy
O\/D;ia;: Zrair:er Hazard ratio per 1000 per 1000 with
(Cl95% -) Low oophorectomy
only (Gaudet 20
2014) Based on data from Difference: fewer per 1000 may decrease
52716 participants death from
14 years .
ovarian cancer
Death from Hazard ratio: 0.3 1.0 0.3 Low Hysterectomy
ovarian cancer |(Cl95% 0.16 - 0.57) per 1000 per 1000 with
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only (Cusimano | Based on data from oophorectomy
2022)1 195282 Difference: 0.7 fewer per 1000 may decrease
14 yr (median) participants (CI95% 0.84 fewer - 0.43 fewer) death from

ovarian cancer

Death from |Hazard ratio: 4.76 0.1 0.5 per 1000 Low Hysterectomy
ovarian cancer |(Cl95%2.0—-11.1) per 1000 with
in women with |Based on data from oophorectomy
hysterectomy [113679 may decrease
aged 35to 45 |participants Mean Difference: 0.39 more per death from
yrs (Mytton |follow up 6 years 1000 ovarian cancer
2017)1°

(C195% 0.1 more — 1.01 more)

Clinical Question 2

Does removal of fallopian tubes at the time of hysterectomy reduce ovarian cancer?

P- Women at low risk of ovarian cancer

I- Hysterectomy and removal of both fallopian tubes

C- Hysterectomy with retention of both fallopian tubes

O- Diagnoses of cardiovascular disease, breast, and ovarian cancer; mortality from any cause;
mortality from specific causes — cardiovascular disease and breast and ovarian cancer; surgical
complications; timing of onset of menopausal symptomes.

Excluded: Women with risk factors for ovarian cancer.

Evidence to Decision

Benefits and harms Small net benefit, or little difference
between alternatives

Small benefits and trivial harms

In women who have both fallopian tubes removed at any surgery there is a decrease of ovarian
cancer diagnoses (very low —downgraded as most studies not at time of hysterectomy —
discernment bias possible). There was no evidence of a difference reported in the surgery related
adverse events following surgery for salpingectomy and no salpingectomy (low to very low). There
was no evidence of a difference reported in the quality-of-life measures following surgery for
salpingectomy and no salpingectomy (low to very low). Studies of AMH and FSH levels have not
reported a difference (moderate quality).

Domain Summary of judgement | Comment

Certainty of evidence Very low to moderate All the studies were observational studies. Very low
quality for the outcome of mortality from ovarian
cancer and diagnosis of ovarian cancer.

All the studies were downgraded for indirectness as
they were not salpingectomies at the time of
hysterectomy. Verification bias (see and treat at
surgery if suspicious) is likely in these studies.
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levels.

Moderate quality evidence for AMH and hormone

Values and preferences

Substantial variability is
expected or uncertain

While most women would probably want to avoid a
diagnosis of ovarian cancer almost half of the
patients were concerned about the removal of
health organs in a qualitative study. but the
possibility of increasing their overall chance of dying
from cardiovascular disease may influence that

decision. 2

Resources Not considered Cost studies were out of scope but the removal of
the fallopian tubes at the time of a hysterectomy is
not likely to increase costs.

Equity No important issues with | There were no equity issues except that all women

recommended
alternatives

have the right to a discussion of the harms and
benefits of removing the fallopian tubes.

Acceptability

Important issues or
potential issues not
investigated

health organs.26

Probably acceptable. We note a study of patient
perspectives reported concerns about removing

Feasibility

No important issues with
recommended
alternatives

Probably feasible. We note a study of 204 health
professionals reported that 66% were concerned
about additional risks due to adhesions and using
the vaginal approach. feasibility of removing the
ovaries at the time of hysterectomy except perhaps
for the women having a vaginal hysterectomy.

Evidence profiles for salpingectomy

Absolute effect estimates

Certainty of the

Outcome Study results - o - Evidence Plain language
' and salpingectomy  Salpingectomy i
Timeframe measurements with and with and without (anllty of summary
without hysterectomy evidence)
hysterectomy
DIAGNOSIS OF OVARIAN CANCER
120 137 We are uncertain
: ) per 1000 per 1000 whether
Diagnosis of : . .
ovarian cancer - Odds ratio: 1.16 salpingectomy with
epithelial type | (C195% 0.75 - Very low and without
1.78) Due to serious hysterectomy

only (Darelius

Difference: 17 more per 1000

indirectness

increases or

19
2021) (CI95% 27 fewer - 75 more) decreases diagnosis
of ovarian cancer -
epithelial type | only
Diagnosis of Odds ratio: 0.1 120 13 We are uncertain
ovarian cancer - | (Cl95% 0.01 - per 1000 per 1000 Very low whether

epithelial type Il 0.71)
only BILATERAL

SALPINGECTOMY

Difference: 107 fewer per 1000
(C195% 119 fewer - 32 fewer)

Due to serious
indirectness

salpingectomy with
and without
hysterectomy
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(Darelius 2021)*
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increases or
decreases diagnosis o
ovarian cancer —
epithelial type ii only

Diagnosis of
ovarian cancer -
epithelial type Il -

only
SALPINGECTOMY
(Darelius 2021)%

Odds ratio: 0.62
(C195% 0.45 -
0.85)

78
per 1000

120
per 1000

Difference: 42 fewer per 1000
(CI95% 62 fewer - 16 fewer)

Very low
Due to serious
inconsistency,
Due to serious

indirectness

We are uncertain
whether
salpingectomy alone
increases or
decreases diagnosis
of ovarian cancer -
epithelial type ii only

Diagnosis of
ovarian cancer -
epithelial type Il

only
HYSTERECTOMY

ALONE as the

intervention®®

Odds ratio: 0.81
(C1'95% 0.68 -
0.96)

99
per 1000

120
per 1000

Difference: 21 fewer per 1000
(CI 95% 35 fewer - 4 fewer)

Very low
Due to serious
inconsistency,
Due to serious

indirectness

We are uncertain
whether
salpingectomy with
and without
hysterectomy
increases or
decreases diagnosis
of ovarian cancer -
epithelial type ii only
hysterectomy alone
as the intervention

Diagnosis of
epithelial ovarian
cancer (Masden

Odds ratio: 0.58
(C195% 0.36 -
0.95)
Based on data
from 207930

120 73
per 1000 per 1000

Very low
Due to serious

We are uncertain
whether
salpingectomy with
and without
hysterectomy

2015)% R Difference: 47 fewer per 1000 indirectness!3 increases or
[0)

13 yrs FpollowFL)J 13 (C1'95% 73 fewer - 5 fewer) decreases diagnosis
earsp of epithelial ovarian

Y cancer

Hazard ratio: 120 80 We are uncertain

0.65 ' per 1000 per 1000 whether

v emneer | €195%052- verylow | S e
(Falconer 2015)% 0.81) bue to serious hysterectomy

Based on data
from 5483550
participants

Difference: 40 fewer per 1000
(CI 95% 56 fewer - 22 fewer)

indirectness

increases or
decreases diagnosis
of ovarian cancer

Diagnosis of
epithelial ovarian
cancer
(Hanley 2022)%

No hazard ratio
provided.
Based on data
from 25889
who had
hysterectomy

0.2
per 1000

0.65
per 1000

Difference: 0.45 fewer per 1000

Low
Due to serious
imprecision

We are uncertain
whether
salpingectomy with
and without
hysterectomy
increases or
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salpingectomy
and 32080 who
had
hysterectomy
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decreases diagnosis
of ovarian cancer

SURGICAL OUTCOMES

Surgery-related
adverse events -

Odds ratio: 0.13
(C195% 0.01 -

27 3
per 1000 per 1000

Moderate
Due to serious

We are uncertain
whether

Short-term 2.14) indirectness, salpingectomy with
pos.top(.erative Based on data Difference: 23 fewer per 1000 D}Je to S(Ier.ious and without
comphca’uons (van f.ro.m 152. (C1 95% 27 fewer - 29 more) imprecision . hysterectomy
Leishout 2019)** | participants in 3 improves or worsen
studies surgery-related
adverse events -
short-term
postoperative
complications
Surgery-related | Odds ratio: 0.66 21 13 Moderate We are uncertain
adverse events - (C195%0.11 - per 1000 per 1000 down graded whether
Short-term 3.94) for imprecision | salpingectomy with
postoperative Based on data and without
complications (van from 286 hysterectomy
Leishout 2019)?? | participants in 5 increases or
studies Difference: 7 fewer per 1000 decreases surgery-

(ClI 95% 19 fewer - 57 more)

related adverse
events -

intraoperative

complications

Odds ratio: 0.66 er315000 er213000 e amr/(;:tr;wceerrtam
(C195%0.11 - ’ ’ salpingectomy with
Conversion rate to 3.94) ping . y
Moderate and without
open surgery (van | Based on data Due to hysterectomy
H 22 .
Leishout 2019) f.ro.m 172 Difference: 12 fewer per 1000 imprecision increases or
participants in 2 (CI 95% 31 fewer - 90 more) decreases
studies?? .
conversion rate to
open surgery
Quiality of life - Measured by: Moderate Salpingectomy with

Mental health (van
Leishout 2019)%?

Scale: - High
better
Based on data
from 54
participants

Difference: MD 1.32 lower
(CI95% 5.0 lower - 2.36 higher)

Due to serious
imprecision?

and without
hysterectomy
probably has little or
no difference on
quality of life -
mental health
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Quality of life - Measured by: Moderate Salpingectomy with
Physical health Scale: - High Due to serious and without
(van Leishout better Difference: MD 1.01 lower imprecision hysterectomy
2019)% Based on data | (Cl95% 4.29 lower - 2.27 higher) probably has little or
from 54 no difference on
participantsin 1 quality of life -
studies physical health
Total surgical time | Measured by: Moderate Salpingectomy with
(van Leishout Scale: - Lower Due to serious and without
2019)% better Difference: MD 0.35 higher imprecision hysterectomy
Based ondata | (Cl95% 6.64 lower - 7.33 higher) probably has little or
from 286 no difference on
participants in 5 total surgical time
studies
IMPACT ON HORMONAL STATUS
Measured .by: Salpingectomy with
. Scale: - High .
Postoperative better Low and without
hormonal status Due to serious | hysterectomy may
Based on data . . :
(AMH) (van _ ) risk of bias, Due have little or no
Leishout 2019)%? from 283 Difference: MD 0.94 lower to serious difference on
participants in 5| (Cl 95% 1.89 lower - 0.01 higher) ) . .
studies inconsistency postoperative

hormones

Postoperative
hormonal status
(AMH)

(Gelderbolm 2022)
21

Measured by:
Scale: - High
better
Based on data
from
participants in
11 studies

Difference: MD 0.07 lower
(CI95% 1.18 lower - 0.05 higher)

Low
Due to serious
risk of bias, Due
to serious
inconsistency?®

Salpingectomy with
and without
hysterectomy may
have little or no
difference on
postoperative
hormones

Postoperative
hormonal status
(FSH) (Gelderbolm
2022)%

Measured by:
Scale: - High
better
Based on data
from 6 studies

Difference: MD 0.33 lower
(C195% 0.15 lower - 0.81 higher)

Low
Due to serious
risk of bias, Due
to serious
inconsistency

Salpingectomy with
and without
hysterectomy may
have little or no
difference on post

op hormones
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Appendix E: Full Disclaimer

Purpose

This statement has been developed to guide registered health professionals about advice on the
removal of healthy ovaries and fallopian tubes at the time of hysterectomy for benign gynaecological
disease, and should not be relied on as a substitute for proper assessment with respect to the particular
circumstances of each case and the needs of any person. It is the responsibility of each practitioner to
have regard to the particular circumstances of each case. Clinical management should be responsive to
the needs of the individual person and the particular circumstances of each case.

Quality of information

The information available in this statement is intended as a guide and provided for information
purposes only. The information is based on the Australian/Aotearoa New Zealand context using the best
available evidence and information at the time of preparation. While the Royal Australian and New
Zealand College of Obstetricians and Gynaecologists (RANZCOG) has endeavoured to ensure that
information is accurate and current at the time of preparation, it takes no responsibility for matters
arising from changed circumstances or information or material that may have become subsequently
available. The use of this information is entirely at your own risk and responsibility.

For the avoidance of doubt, the materials were not developed for use by patients, and patients must
seek medical advice in relation to any treatment. The material includes the views or recommendations
of third parties and does not necessarily reflect the views of RANZCOG or indicate a commitment to a
particular course of action.

Third-party sites

Any information linked in this statement is provided for the user’s convenience and does not constitute
an endorsement or a recommendation or indicate a commitment to a particular course of action of this
information, material, or content unless specifically stated otherwise.

RANZCOG disclaims, to the maximum extent permitted by law any responsibility and all liability
(including without limitation, liability in negligence) to you or any third party for inaccurate, out of
context, incomplete or unavailable information contained on the third-party website, or for whether the
information contained on those websites is suitable for your needs or the needs of any third party for all
expenses, losses, damages and costs incurred.

Exclusion of liability

The College disclaims, to the maximum extent permitted by law, all responsibility and all liability
(including without limitation, liability in negligence) to you or any third party for any loss or damage
which may result from your or any third party’s use of or reliance of this statement, including the
materials within or referred to throughout this document being in any way inaccurate, out of context,
incomplete or unavailable for all expenses, losses, damages, and costs incurred.

Exclusion of warranties

To the maximum extent permitted by law, RANZCOG makes no representation, endorsement or
warranty of any kind, expressed or implied in relation to the materials within or referred to throughout
this statement being in any way inaccurate, out of context, incomplete or unavailable for all expenses,
losses, damages and costs incurred.

These terms and conditions will be constructed according to and are governed by the laws of Victoria,
Australia.
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