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Disclaimer
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Appendices

Appendices

Appendix D: Review Protocols

Specialist services

Iltem Details

Area of the Use of specialist services to deliver care
scope

Review Using specialist services to deliver care

question in the
scope

What is the clinical and cost effectiveness of specialist endometriosis services?

Review What is the clinical and cost effectiveness of specialist endometriosis services?
question
Objective The aim of this review is to determine the clinical and cost effectiveness of
specialist endometriosis services?
Language English
Study design Systematic reviews of RCTs
RCTs

Population and
directness

Stratified,
subgroup and
adjusted
analyses

Comparative cohort studies
Controlled before and after studies

In the absence of full text published RCTs, conference abstracts will be
considered.

Cross over RCTs will be considered where it is appropriate
Non-comparative studies will be excluded.

Women with endometriosis of any stage or severity.

Women with a suspected diagnosis of endometriosis (definition: suspected
diagnosis based on the history of the patient, pelvic examination and other tests
such as ultrasound, MRI and the CA-125 blood test)

Studies with indirect populations (such as women with dysmenorrhea, women
with non-confirmed pelvic pain, or post-menopausal women) will not be
considered

Exclusions:

e women with chronic pelvic pain which was known to be due to causes other
than endometriosis

e Those suspected based solely on a CA-125 test with no other contributing
factor, CA-125 should be used in combination with other evaluative measures.

o Studies with mixed populations of women with pelvic pain of which less than
66% have a confirmed diagnosis of endometriosis

Groups that will be reviewed and analysed separately:

» women who want to preserve fertility

Pre-specified sub-group analyses:

e Type of hormonal treatments

e Types of pain
cyclical vs non-cyclical
period-like, sharp, dyschezia, painful intercourse, chronic pelvic pain, pain

¢ Site of endometriosis (not specified, ovarian, superficial and deep infiltrating
{bladder, peritoneal, recto vaginal})

© National Institute for Health and Care Excellence 2017
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Review Protocols

Item

Intervention

Comparison

Outcomes

Importance of
outcomes

Setting
Search strategy

Details
e Type of specialist service

Important confounders (when comparative observational studies are included for
interventional reviews:

o Age
e Severity
e Prior interventions

Specialist services
Gynaecology services (Mild to moderate endometriosis)
Specialist endometriosis centre (Severe endometriosis)

e Multi-disciplinary approach should have access to the following whenever the
need arises:

e Colo-rectal surgeon

e Urologist

e Pain management specialist

o Sub-fertility specialist

e Specialist endometriosis nurse

e Gynaecologist specialising in laparoscopic surgery

e Specialist nurses (specialty in gynaecology or fertility but not necessarily in
endometriosis)

Specialist service A (one configuration) vs Specialist service B (another

configuration) — i.e. any study comparing different types of specialist services

Specialist services vs. GP only

Specialist services vs. General gynaecology

¢ Pain relief (measured either by visual analogue scale (VAS), other validated
scales, or as a dichotomous outcome, for example improved or not improved)

¢ Quality of life (measured using a validated scale, for example the SF36)

o Effect on daily activities (measured as proportion of women who reported
activity restriction)

e Absence from work or school (measured as proportion of women reporting
absences from work or school, and also as hours or days of absence as a
more selective measure)

¢ Unintended effects from treatment (incidence and duration of total side-effects,
and type of side-effects)

e Number of women requiring more invasive treatment (for example laparoscopic
surgery), and length of follow up

e Requirements for additional medication (measured as proportion of women
requiring analgesics (not NSAIDs) additional to their assigned treatment)

e Participant satisfaction with treatment (measured as proportion of women who
reported improvements and satisfaction with their treatment)

Preliminary classification of the outcomes for decision making:

e critical (up to 3 outcomes) — pain, quality of life and effect on daily activities
e important but not critical (up to 3 outcomes)

¢ of limited importance (1 outcome)

Secondary and tertiary centres
Sources to be searched: Medline, Medline In-Process, CENTRAL, CDSR,
DARE, HTA, Embase

Limits (e.g. date, study design): Limit to English language and human-only
studies where appropriate

© National Institute for Health and Care Excellence 2017
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Review Protocols

Iltem Details
Supplementary search techniques: No supplementary search techniques will be
used.
See appendix for full strategies

Review strategy  Appraisal of methodological quality:

The methodological quality of each study should be assessed using quality
checklists (eg AMSTAR for systematic reviews, Cochrane RoB tool for RCTs,
CASP for cohort studies) and the quality of the evidence for an outcome (i.e.
across studies) will be assessed using GRADE.

Synthesis of data:
Meta-analysis will be conducted where appropriate.

Default MIDs will be used: 0.8 and 1.25 for dichotomous outcomes; 0.5 times SD
for continuous outcomes.to assess imprecision.

When meta analysing continuous data final and change scores will be pooled
and if any study reports both, the method used in the majority of studies will be
analysed.

If studies only report p-values, this information will be plotted in GRADE tables
without an assessment of imprecision possible to be made.

Equalities Adolescents are noted as a specific subgroup requiring consideration in the
equalities impact assessment

Notes/additional https://www.england.nhs.uk/wp-content/uploads/2014/04/e10-comp-gynae-
information endom-0414.pdf

D.2 Timing: association between duration of symptoms before
2 laparoscopy and treatment outcomes

Item Details

Area of the Timing of interventions

scope

Review question Does early laparoscopy and treatment improve outcomes?
in the scope

Review question Is there an association between duration of symptoms before laparoscopy and
/or treatment and treatment outcomes?

Objective The aim of this review is to determine whether there is an association between
duration of symptoms before laparoscopy and /or treatment and treatment
outcomes?

Language English

Study design Systematic reviews
RCTs

Comparative cohort studies
Case-control studies using multivariable adjustment

In the absence of full text published RCTs, conference abstracts will be
considered.

Cross over RCTs will be considered where it is appropriate

Population and e Women with endometriosis of any stage or severity.
directness e Studies with indirect populations (such as women with dysmenorrhea, women
with non-confirmed pelvic pain, or post-menopausal women) will not be
considered
e Women with a suspected diagnosis of endometriosis (definition: suspected
diagnosis based on the history of the patient, pelvic examination and other
tests such as ultrasound, MRI and the CA-125 blood test)
Exclusions:

© National Institute for Health and Care Excellence 2017
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Review Protocols

Item

Stratified,
subgroup and
adjusted
analyses

Intervention
Comparison
Outcomes

Importance of
outcomes

Setting
Search strategy

Review strategy

Details

e women with chronic pelvic pain which was known to be due to causes other
than endometriosis

e Those suspected based solely on a CA-125 test with no other contributing
factor, CA-125 should be used in combination with other evaluative measures.

Groups that will be reviewed and analysed separately:
e women who want to preserve fertility

Stratification:

e Type of treatment (surgical or medical)
e Age (adolescent vs adult)

e Severity

Important confounders:

e Severity and type of pain

e Type of treatment

e Age (adolescent vs adult)

e Severity

e BMI

Duration of symptoms followed by early laparoscopy and treatment

Duration of symptoms followed by later laparoscopy (at least 1 year later)

¢ Pain relief (measured either by visual analogue scale (VAS), other validated
scales, or as a dichotomous outcome, for example improved or not improved)

¢ Quality of life (measured using a validated scale, for example the SF36)

o Effect on daily activities (measured as proportion of women who reported
activity restriction)

¢ Participant satisfaction with treatment (measured as proportion of women who
reported improvements and satisfaction with their treatment)

Preliminary classification of the outcomes for decision making:

e critical (up to 3 outcomes) — pain, quality of life and effect on daily activities

¢ important but not critical (up to 3 outcomes) - Participant satisfaction with
treatment

No particular setting specified.

Sources to be searched: Medline, Medline In-Process, CENTRAL, CDSR,

DARE, HTA, Embase

Limits (e.g. date, study design): Limit to English language and human-only
studies where appropriate

Supplementary search techniques: No supplementary search techniques will be
used.

See appendix for full strategies

Appraisal of methodological quality:

The methodological quality of each study should be assessed using quality
checklists (eg AMSTAR for systematic reviews, Cochrane RoB tool for RCTs,
CASP for cohort and case control studies) and the quality of the evidence for an
outcome (i.e. across studies) will be assessed using GRADE.

Synthesis of data:

Meta-analysis will be conducted where appropriate.

Default MIDs will be used: 0.8 and 1.25 for dichotomous outcomes; 0.5 times SD
for continuous outcomes.to assess imprecision.

When meta analysing continuous data final and change scores will be pooled
and if any study reports both, the method used in the majority of studies will be
analysed.

© National Institute for Health and Care Excellence 2017
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Review Protocols

Item

Equalities

Details

If studies only report p-values, this information will be plotted in GRADE tables
without an assessment of imprecision possible to be made.

Adolescents are noted as a specific subgroup requiring consideration in the
equalities impact assessment

Signs and symptoms of enodmetriosis (monitoring and

referral)
Item
Area of the scope

Review question
in the scope

Review question

Objective

Population and
directness

Symptoms or
signs to be
considered

Details

Symptoms and signs of endometriosis

Clinical manifestations of endometriosis

e What are the symptoms and signs of endometriosis?

Review question 1: What are the symptoms and signs of endometriosis?

Review question 2: How and when should women with endometriosis be
monitored and referred for the following symptoms or condition progression
and complications:

pelvic pain disrupting daily activities
cyclical bowel pain
cyclical voiding pain

Objective 1: To identify the signs and symptoms of endometriosis

Objective 2: To identify how and when should women with endometriosis be
monitored and referred for the following symptoms or condition progression
and complications such as pelvic pain disrupting daily activities, cyclical bowel
pain and cyclical voiding pain

Women and young women suspected of having endometriosis

Signs and symptoms:

Signs
¢ vaginal (visible Endometriosis, severe vaginismus)

¢ pelvic (palpable nodules in rectovaginal septum and uterosacral ligaments,
fixed or tethered uterus and pelvic mass, tender adnexa, tenderness)

o rectal (palpable extrinsic pelvic mass)
¢ renal (loin tenderness, palpable mass)
o family history of Endometriosis

Symptoms

e pelvic symptoms- pelvic pain, cyclical/non-cyclical

e uterus pain (dysmenorrhoea) and abnormal bleeding (prolonged and heavy
and inter-menstrual bleeding)

» bowel (rectal bleeding, dyschezia, bloating, constipation and diarrhoea)

bladder (bladder pain or irritability, blood in the urine)

vaginal pain: painful sex (dyspareunia), pain when using tampons

referred pain — back, leg, thigh, hip

infertility

fatigue

© National Institute for Health and Care Excellence 2017
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Review Protocols

Item

Comparator

Stratified,
subgroup and
adjusted analyses

Reference
standard

Outcomes

Importance of
outcomes

Language
Study design

Setting
Search strategy

Review strategy

Details

e psychological effects (isolation, depression/anxiety, low self-esteem, low
mood, poor body image, loss of libido)

[ ]

e There may be groups that are compared who do or do not have a particular
sign who are then followed up

Groups that will be reviewed and analysed separately:

o N/A

In case of heterogeneity of study results we would investigate the following pre-
specified sub-groups:

¢ Site of endometriosis

e Age

If there is sufficient evidence from studies using adjusted multivariable analysis
(uncontaminated by baseline differences) then evidence from studies using
univariate analysis only will be excluded.

Critical confounders:

e Age

e Hormonal contraception

Future diagnosis of endometriosis

Predictive value of sign or symptom

Accuracy of sign or symptom if used in the diagnosis of endometriosis
Preliminary classification of the outcomes for decision making:

critical (up to 3 outcomes)

e Confirmed diagnosis of endometriosis at follow-up

e Severity of endometriosis

o Referral to diagnostic services

English

Systematic reviews of RCTs

RCTs

Prospective and retrospective comparative cohort studies

Prospective or retrospective comparative observational studies

Cross sectional studies will not be considered

Case series will only be included if no comparative studies are identified
Consensus surveys will not be considered

No particular setting specified.
Sources to be searched: Medline, Medline In-Process, CENTRAL, CDSR,
DARE, HTA, Embase

Limits (e.g. date, study design): Limit to English language and human-only
studies where appropriate

Supplementary search techniques: No supplementary search techniques will
be used.

See appendix for full strategies
Appraisal of methodological quality:

The methodological quality of each study will be assessed using quality
checklists (eg AMSTAR for systematic reviews, Cochrane RoB tool for RCTS,
QUIPS for prognostic studies).

Synthesis of data:
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Review Protocols

Item

Equalities

Details

Meta-analysis will be conducted where appropriate.

Default MIDs will be used: 0.8 and 1.25 for dichotomous outcomes; 0.5 times
SD for continuous outcomes.to assess imprecision.

When meta analysing continuous data, final and change scores will be pooled
and if any study reports both, the method used in the majority of studies will be
analysed.

Adolescents are noted as a specific subgroup requiring consideration in the
equalities impact assessment

Information and support

Item

Area in the
scope

Review question

in the scope

Review question

for the guideline

Objective

Population and
directness

Intervention —
information and
support
(quantitative)

Details
Information and support for women with endometriosis

What information and support do women with endometriosis and their families
and carers need?

What information and support do women with endometriosis and their families
find helpful and what are the barriers and facilitators in the provision of these
information and support needs?

To discover what information and support makes a positive difference to women
and their families when diagnosed with endometriosis, including women’s
reports of what information and/or support they would have liked.

Tree objectives have been set up:

e To explore the areas of information and support that women and their families
find helpful.

¢ To test the effectiveness of interventions or package of care to provide
additional information and support needs compared to usual care

e To see how they would like to receive this information or support

e Women with endometriosis of any stage or severity.

¢ Women with a suspected diagnosis of endometriosis (definition: suspected
diagnosis based on the history of the patient, pelvic examination and other
tests such as ultrasound, MRI and the CA-125 blood test)

e Family or partners of women with confirmed or suspected endometriosis
Exclusions:

o Studies with indirect populations (such as women with dysmenorrhea, women
with non-confirmed pelvic pain, or post-menopausal women)

e women with chronic pelvic pain which was known to be due to causes other
than endometriosis

e Those suspected based solely on a CA-125 test with no other contributing
factor, CA-125 should be used in combination with other evaluative measures.

e Studies with mixed populations of women with pelvic pain where less than
66% of women have a diagnosis of endometriosis
e Support groups
¢ \olunteer supporters
e Helplines
e Methods of information provision (Tools to facilitate)
o Verbal
o Written
o Online (and online networks)
o Apps
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Item

Comparison

Context and
perspective
(qualitative)

Outcomes
(quantitative)

Importance of
outcomes

Setting

Details
o In groups (peer groups) online or face or face to face
o 1:1 advocacy support
o Online health forum
Additional information and support with no comparator
Additional information and support vs usual care
Context

Information content and type and support needs with regards to endometriosis
for women confirmed or suspected of having the condition as well as their family,
partner.

Themes
Themes will be identified from the literature, but expected themes are:

e Methods of information provision (Tools to facilitate)
o Verbal
o Written
o Online (and online networks)
o Apps
o In groups (peer groups) online or face or face to face
o 1:1 advocacy support
o Online health forum

e Choice and options (treatment related)

o Information needs with regards to treatments for pain or fertility
(pharmacological, surgical and non-pharmacological)

¢ Information content:

o Provision of basic information: what is endometriosis, signs/symptoms,
guidance for medical appointments and what to expect)

o Impact on relationships

o Support for husbands/partners and families
o Sexual health/psychosexual effects

o Support for adolescents with endometriosis
o Misconceptions

o Mental health

¢ Health related quality of life

¢ Psychological wellbeing outcomes (any including post-traumatic stress
disorder, and anxiety)

e Knowing choices available/able to make informed decisions including
involvement in decision-making

e Participant satisfaction with treatment (measured as proportion of women who
reported improvements and satisfaction with their treatment)

Preliminary classification of the outcomes for decision making:
critical (up to 3 outcomes):

e Health related quality of life

e Psychological wellbeing

¢ Participant satisfaction

important but not critical (up to 3 outcomes)

¢ Improved decision making

All settings
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Item

Stratified,
subgroup and
adjusted
analyses

Language
Study design

Search strategy

Review strategy

Equalities

Notes/additional
information

Details

Groups that will be reviewed and analysed separately:
pre-specified sub-group analyses:
Young women

English

Systematic reviews of RCTs or
Systematic reviews of qualitative studies
RCTs

Comparative cohort studies

Qualitative studies

Cross sectional studies

In absence of full text published RCT and Conference abstracts are being
considered.

RCTs with <10 participants and observational studies with < 30 participants will
not be considered

Sources to be searched: Medline, Medline In-Process, CENTRAL, CDSR,
DARE, HTA, Embase

Limits (e.g. date, study design): Limit to English language and human-only
studies where appropriate

Supplementary search techniques: No supplementary search techniques will be
used.

See appendix for full strategies

Appraisal of methodological quality:

State how this will be assessed, e.g. The methodological quality of each study
should be assessed using checklists (eg AMSTAR for systematic reviews,
Cochrane RoB tool for RCTs, CASP for cohort studies) and the quality of the
evidence for an outcome (or a theme / review finding) across studies will be
assessed using GRADE or a GRADE CERQual approach for qualitative
research.

Synthesis of data quantitative:

State the method of analysis, e.g. meta-analysis will be conducted where
appropriate.

If comparative cohort studies are included, multivariable analysis evidence will
be used wherever possible and only if no multivariable evidence is identified will
univariate analysis be considered

MIDs: default MIDs will be used: 0.8 and 1.25 for dichotomous outcomes; 0.5
times SD for continuous outcomes.

Synthesis of qualitative data:

Evidence will be summarised by theme and the quality of the themes will be
assessed across studies using a process like GRADE but adapted for qualitative
information GRADE-CERQual.

A theme map may also be presented if there is sufficient information identified in
the search.

Women receiving information through an interpreter

Adolescents are noted as a specific subgroup requiring consideration in the
equalities impact assessment
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D.5 Risk of reproductive cancer

Item Details

Area of the How and when to monitor and refer for complications and disease progression.
scope

Review How and when should women with endometriosis be monitored and referred for

question in the
scope

disease progression and complications, including:
e pain

e bowel involvement

e bladder and ureter involvement

e cancer

Review e Do women with endometriosis have an increased risk of reproductive cancer

guestion and do they need to be monitored or referred accordingly?

Objective This review considers the clinical and cost-effectiveness of monitoring women
with endometriosis for the progression of the reproductive cancer

Language English

Study design Systematic reviews of RCTs

Population and
directness

Stratified,
subgroup and
adjusted
analyses

Intervention

RCTs
Comparative cohort studies

In the absence of full text published RCTs, conference abstracts will be
considered.

RCTs with <10 participants and observational studies with < 30 participants will
not be considered

Women with endometriosis of any stage or severity.

Women with a suspected diagnosis of endometriosis (definition: suspected
diagnosis based on the history of the patient, pelvic examination and other tests
such as ultrasound, MRI and the CA-125 blood test)

Studies with indirect populations (such as women with dysmenorrhea, women
with non-confirmed pelvic pain, or post-menopausal women) will not be
considered

Exclusions:

e women with chronic pelvic pain which was known to be due to causes other
than endometriosis

e Those suspected based solely on a CA-125 test with no other contributing
factor. CA-125 should be used in combination with other evaluative measures.

Groups that will be reviewed and analysed separately:
e women who want to preserve fertility

Pre-specified sub-group analyses:
e Type of hormonal treatments
e Type of diagnosis of endometriosis
e Types of pain
cyclical vs non-cyclical
period-like, sharp, dyschezia, painful intercourse, chronic pelvic pain, pain

¢ Site of endometriosis (not specified, ovarian, superficial and deep infiltrating
{bladder, peritoneal, recto vaginal})

Monitoring regimen:
¢ Different monitoring regimens (different test or tools)
e Different intervals of monitoring

Referral criteria:
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Item

Comparison

Outcomes

Importance of
outcomes

Setting
Search strategy

Review strategy

Equalities

Details

o referral criteria (history {combination and severity of symptoms}, examination
{visible vaginal Endometriosis, pelvic mass, pelvic nodule, inability to examine},
and investigation) for suspected or confirmed endometriosis from primary to
secondary care

Different frequency of monitoring regimen:

Referrals compared to usual care without referral to specialist services

¢ Pain relief (measured either by visual analogue scale (VAS), other validated
scales, or as a dichotomous outcome, for example improved or not improved)

¢ Quality of life (measured using a validated scale, for example the SF36)

o Effect on daily activities (measured as proportion of women who reported
activity restriction)

e Absence from work or school (measured as proportion of women reporting
absences from work or school, and also as hours or days of absence as a
more selective measure)

¢ Participant satisfaction with treatment (measured as proportion of women who
reported improvements and satisfaction with their treatment)

Preliminary classification of the outcomes for decision making:

e critical (up to 3 outcomes) — pain, quality of life and effect on daily activities

¢ important but not critical (up to 3 outcomes)

No particular setting specified.

Sources to be searched: Medline, Medline In-Process, CENTRAL, CDSR,

DARE, HTA, Embase

Limits (e.g. date, study design): Limit to English language and human-only
studies where appropriate

Supplementary search techniques: No supplementary search techniques will be
used.

See appendix for full strategies

Appraisal of methodological quality:

The methodological quality of each study should be assessed using quality
checklists (eg AMSTAR for systematic reviews, Cochrane RoB tool for RCTs,
CASP for cohort studies) and the quality of the evidence for an outcome (i.e.
across studies) will be assessed using GRADE.

Synthesis of data:

Meta-analysis will be conducted where appropriate.

Default MIDs will be used: 0.8 and 1.25 for dichotomous outcomes; 0.5 times SD
for continuous outcomes.to assess imprecision.

When meta analysing continuous data final and change scores will be pooled
and if any study reports both, the method used in the majority of studies will be
analysed.

If studies only report p-values, this information will be plotted in GRADE tables
without an assessment of imprecision possible to be made.

Adolescents are noted as a specific subgroup requiring consideration in the
equalities impact assessment

D.6 Use of diagnostic tests including imaging, biomarkers and
2 surgical diagnosis

Item

Key area in the
scope

Review question

in the scope

Details
Use of diagnostic tests including imaging, biomarkers and surgical diagnosis.

What is the accuracy of the following tests in diagnosing endometriosis:
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Iltem Details
e imaging
e biomarkers
¢ surgical diagnosis?

Objective To evaluate the accuracy of diagnostic tests for the diagnosis of endometriosis
in women with suspected endometriosis.

Population Symptomatic and asymptomatic women with suspected endometriosis
Symptomatic

Dyspareunia (pain on intercourse), deep dyspareunia (pain on entry),
dyschezia (pain on bowel actions), rectal bleeding, cyclical bleeding,
dysmenorrhea, painful periods

Cyclical/non-cyclical symptoms

Asymptomatic
e women who have an appendicitis removed (or any other abdominal surgery)
with the finding of an endometrioma or endometriosis

¢ Women who have a scan for other reasons with the finding of an
endometrioma or endometriosis

e women who have a ureteric obstruction
o Women presenting with symptoms similar to IBS
o Infertility investigations can discover endometriosis

Subgroups and The following groups will be assessed separately:
sensitivity ¢ subgroups of women with different presenting symptoms of endometriosis
analyses (subfertility, pelvic pain, ovarian mass, asymptomatic women)

o deep endometriosis vs superficial endometriosis
o Methodological changes in practice; scanning techniques and advances in

equipment
Index test: (1) Imaging (see subgroup above):
Severity
assessment Ultrasound (visual):
tools/clinical _
Tailare e transabdominal

e transvaginal
e rectal scanning

MRI:
e pelvic MRI

(2) Biomarkers:
e biomarker cancer antigen 125 (CA-125, cut-off 235U/ml)
¢ biomarker Human epididymis protein 4 (HE- 4)

(3) Biomarkers in endometrial tissues (the nerve fibre marker Protein Gene
Product 9.5 (PGP 9.5)

(4) Surgical diagnosis with or without histological confirmation:

e combination of tests need to be considered, a clean scan is not always
conclusive — an abnormal scan however can stand on its own.
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Item

Reference
standard or target
condition/patient
outcomes

Outcomes

Importance of
outcomes

Study design

Population size
and directness

Search strategy

Review strategy

Equalities

Details
Surgical visualisation with histological confirmation

e sensitivity

o specificity

For continuous outcomes:
e area under the Curve

Critical outcomes:

e sensitivity -

o specificity

If there were any test-and-treat trials

¢ quality of life

Systematic reviews

Randomised controlled trials (test and treat trials)
Cross sectional studies

Cohort studies

Case control studies will be excluded

Studies with indirect populations will not be considered

Sources to be searched: Medline, Medline In-Process, CENTRAL, CDSR,
DARE, HTA, Embase

Limits (e.g. date, study design): Limit to English language and human-only
studies where appropriate

Supplementary search techniques: No supplementary search techniques will
be used.

See appendix for full strategies
Appraisal of methodological quality:

e The methodological quality of each study should be assessed using quality
checklists (eg AMSTAR for systematic reviews, Cochrane RoB tool for RCTS,
QUADAS?2 for diagnostic studies) and the quality of the evidence for an
outcome (i.e. across studies) will be assessed using GRADE.

Synthesis of data:

e Meta-analysis of diagnostic test accuracy tests will be conducted where
appropriate

Adolescents are noted as a specific subgroup requiring consideration in the
equalities impact assessment

D.Z Staging Systems

Item

Area of the
scope

Review question
in the scope
Review question

Details

Timing of interventions:
Use of staging systems to guide treatment decisions.

What is the effectiveness of staging systems in guiding the treatment of
endometriosis?

e What is the effectiveness of using endometriosis-staging systems to guide
treatment of endometriosis?
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Item
Objective

Population and
directness

Intervention

Comparison
Outcomes

Importance of
outcomes

Details

To determine the effectiveness of using endometriosis-staging systems to guide
treatment of endometriosis

e Women with endometriosis of any stage or severity.

These may also include women with a suspected diagnosis of endometriosis
(definition: suspected diagnosis based on the history of the patient, pelvic
examination and other tests such as ultrasound, MRI and the CA-125 blood test)

Exclusions:

o Studies with indirect populations (such as women with dysmenorrhea, women
with non-confirmed pelvic pain, or post-menopausal women)

e women with chronic pelvic pain which was known to be due to causes other
than endometriosis

e Those suspected based solely on a CA-125 test with no other contributing
factor, CA-125 should be used in combination with other evaluative measures.

e mixed populations of women with pelvic pain where less than 66% of women
have a diagnosis of endometriosis

Staging systems:

Revised American Society for Reproductive Medicine (rASRM) staging system
Revised American Fertility Society classification system (rAFS)

Enzian (for staging of deep infiltrating endometriosis only)

Enzian plus rASRM

Endometriosis Fertility Index EFI

Surgical staging

Exclude:

o Non-validated scales

Usual care (i.e. no staging system)

Statistical outcomes

e Accuracy measures (sensitivity / specificity) related to a particular cut-off and
outcomes

¢ Prognostic measures (staging as predictors of severity of endometriosis in
relation to treatment and patient reported outcomes)

Patient related outcomes — if reported:

o Pain relief (measured either by visual analogue scale (VAS), other validated
scales, or as a dichotomous outcome, for example improved or not improved)

e Pregnancy rate / fertility
¢ Quality of life (measured using a validated scale, for example the SF36)

o Effect on daily activities (measured as proportion of women who reported
activity restriction)

¢ Absence from work or school (measured as proportion of women reporting
absences from work or school, and also as hours or days of absence as a
more selective measure)

¢ Unintended effects from treatment (incidence and duration of total side-effects,
and type of side-effects)

 Number of women requiring more invasive treatment (for example
laparoscopic surgery), and length of follow up

e Requirements for additional medication (measured as proportion of women
requiring analgesics additional to their assigned treatment)

o Participant satisfaction with treatment (measured as proportion of women who
reported improvements and satisfaction with their treatment)

Preliminary classification of the outcomes for decision making:
o critical (up to 3 outcomes) — pain, quality of life and effect on daily activities
e important but not critical (up to 3 outcomes)
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Item

Stratified,
subgroup and
adjusted
analyses

Setting
Study design

Language
Search strategy

Review strategy

Equalities

Details

Groups that will be reviewed and analysed separately:

pre-specified sub-group analyses:

e Age

e Time since diagnosis

¢ Types of pain
cyclical vs non-cyclical
period-like, sharp, dyschezia, painful intercourse, chronic pelvic pain

¢ Site of endometriosis (not specified, ovarian, superficial and deep infiltrating
{bladder, peritoneal, recto vaginal})

All settings in which NHS care in provided

Systematic reviews

RCTs

Comparative cohort studies
Non-comparative cohort studies

In the absence of full text published RCTs, conference abstracts will be
considered.

English

Sources to be searched: Medline, Medline In-Process, CENTRAL, CDSR,
DARE, HTA, Embase

Limits (e.g. date, study design): Limit to English language and human-only
studies where appropriate

Supplementary search techniques: No supplementary search techniques will be
used.

See appendix for full strategies

Appraisal of methodological quality:

The methodological quality of each study should be assessed using quality
checklists (eg AMSTAR for systematic reviews, Cochrane RoB tool for RCTS,
CASP for cohort and case control studies) and the quality of the evidence for an
outcome (i.e. across studies) will be assessed using GRADE.

Synthesis of data:

Meta-analysis will be conducted where appropriate.

Default MIDs will be used: 0.8 and 1.25 for dichotomous outcomes; 0.5 times
SD for continuous outcomes.to assess imprecision.

When meta analysing continuous data final and change scores will be pooled
and if any study reports both, the method used in the majority of studies will be
analysed.

If studies only report p-values, this information will be plotted in GRADE tables
without an assessment of imprecision possible to be made.

Adolescents are noted as a specific subgroup requiring consideration in the
equalities impact assessment

D.8 Pharmacological management — Analgesics

Iltem
Area of the scope

Review question
in the scope

Details

Pharmacological and surgical treatments including analgesics, hormonal
medical treatments, neuromodulators, ablation, excision and hysterectomy with
or without oophorectomy

Pharmacological and surgical treatments

What is the effectiveness of the following treatments for endometriosis,
including recurrent and asymptomatic endometriosis:
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Item

Review question
Objective

Language
Study design

Population and
directness

Stratified,
subgroup and
adjusted analyses

Intervention

Details

analgesics

neuromodulators

hormonal medical treatments

ablation

excision

e hysterectomy with or without oophorectomy?

What is the effectiveness of analgesics for reducing pain in women with
endometriosis, including recurrent and asymptomatic endometriosis?

The aim of this review is to determinethe effectiveness of analgesics for
treating endometriosis, including recurrent and asymptomatic endometriosis

English

Systematic reviews of RCTs
RCTs

Comparative cohort studies

In the absence of full text published RCT, conference abstracts will be
considered.

Cross over RCTs will be considered where it is appropriate

Women with endometriosis of any stage or severity. Studies with indirect
populations (such as women with dysmenorrhea, women with non-confirmed
pelvic pain, or post-menopausal women) will not be considered

o Women with suspected endometriosis (definition: suspected diagnosis based
on the history of the patient, pelvic examination and other tests such as
ultrasound, MRI and the CA-125 blood test)

Exclusions:

e women with chronic pelvic pain known to be due to causes other than
endometriosis

Groups that will be reviewed and analysed separately:
pre-specified sub-group analyses:

¢ Type of non-steroidal anti-inflammatory drugs (NSAIDs)
¢ Type of diagnosis of endometriosis (eg endometrioma)

NSAIDs of any type and administered at any dose, frequency, treatment
duration, or by any type of administration:

Non-opioid analgesics:

e paracetamol

NSAIDs and COX-2 inhibitors:
e diclofenac

e ibuprofen

e naproxen

e celecoxib

o mefenamic acid

o etoricoxib

e indomethacin

o tolfenamic acid

e aspirin (in doses greater than 600mgQ)
Compound analgesics:

e co-codamol

e co-codaprin

e co-dydramol
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Item

Comparison

Outcomes

Importance of
outcomes

Setting
Search strategy

Review strategy

Details

Opioid analgesics:
e codeine

e dyhydrocodeine
e tramadol
buprenorphine

e analgesic vs no treatment / usual care

¢ analgesic vs placebo

¢ analgesic A vs Analgesic B

¢ analgesic vs other pain management drug

¢ Pain relief (measured either by visual analogue scale (VAS), other validated
scales, or as a dichotomous outcome, for example improved or not improved)

¢ Quality of life (measured using a validated scale, for example the SF36)

o Effect on daily activities (measured as proportion of women who reported
activity restriction)

¢ Absence from work or school (measured as proportion of women reporting
absences from work or school, and also as hours or days of absence as a
more selective measure)

¢ Unintended effects from treatment (incidence and duration of total side-
effects, and type of side-effects)

o Number of women requiring more invasive treatment (for example
laparoscopic surgery), and length of follow up

o Requirements for additional medication (measured as proportion of women
requiring analgesics (not NSAIDs) additional to their assigned treatment)

o Participant satisfaction with treatment (measured as proportion of women
who reported improvements and satisfaction with their treatment)

Preliminary classification of the outcomes for decision making:

e critical (up to 3 outcomes) — pain, quality of life and effect on daily activities

e important but not critical (up to 3 outcomes)

No particular setting specified.

Sources to be searched: Medline, Medline In-Process, CCTR, CDSR, DARE,

HTA, Embase

Limits (e.g. date, study design): Limit to English language and human-only
studies where appropriate. SR/RCT filter. Limit to 2008+

Supplementary search techniques: No supplementary search techniques will
be used.

See appendix for full strategies

Appraisal of methodological quality:

The methodological quality of each study should be assessed using quality
checklists (eg AMSTAR for systematic reviews, Cochrane RoB tool for RCTS)
and the quality of the evidence for an outcome (i.e. across studies) will be
assessed using GRADE.

Synthesis of data:

Meta-analysis will be conducted where appropriate.

Default MIDs will be used: 0.8 and 1.25 for dichotomous outcomes; 0.5 times
SD for continuous outcomes.to assess imprecision.

For Visual Analogue Scale (VAS) outcomes related to pain an MID of 1 cm (for
a 10cm scale) will be used (Gerlinger 2010).

When meta analysing continuous data final and change scores will be pooled
and if any study reports both, the method used in the majority of studies will be
analysed.

If studies only report p-values, this information will be plotted in GRADE tables
without an assessment of imprecision possible to be made.
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Iltem
Equalities

Notes/additional
information

Details

Adolescents are noted as a specific subgroup requiring consideration in the
equalities impact assessment

D.£® Pharmacological management — Neuromodulators

Iltem
Area of the scope

Review question
in the scope

Review question

Objective

Population and
directness

Intervention

Details

Pharmacological and surgical treatments including analgesics, hormonal
medical treatments, neuromodulators, ablation, excision and hysterectomy with
or without oophorectomy

Pharmacological and surgical treatments

What is the effectiveness of the following treatments for endometriosis,
including recurrent and asymptomatic endometriosis:

e analgesics

e neuromodulators

hormonal medical treatments

ablation

excision

o hysterectomy with or without oophorectomy?

What is the effectiveness of nheuromodulators for treating endometriosis,
including recurrent and asymptomatic endometriosis?

The aim of this review is to determine the effectiveness of neuromodulators for
treating endometriosis, including recurrent and asymptomatic endometriosis.

o Women with endometriosis of any stage or severity.
These may also include suspected diagnoses Exclusions:

o Studies with indirect populations (such as women with dysmenorrhea,
women with non-confirmed pelvic pain, or post-menopausal women)

e women with chronic pelvic pain which was known to be due to causes other
than endometriosis

e Those suspected based solely on a CA-125 test with no other contributing
factor, CA-125 should be used in combination with other evaluative
measures.

e mixed populations of women with pelvic pain where less than 66% of women
have a diagnosis of endometriosis

Neuromodulators (neuropathic analgesia ) of any type and administered at any
dose, frequency, treatment duration, or by any type of administration:

o Tricyclics ; Amitriptyline Nortriptyline,

e Serotonin—norepinephrine reuptake inhibitors (SNRIs); Duloxetine,
Mirtazapine, Venlafaxine

¢ Local anaesthetics: lidocaine (topical and infusion)

e Capsaicin patches

o NMDA antagonist: Ketamine

e Anticonvulsants: Gabapentin, Pregabalin, Tiagabine, Carbamazepine,
Phenytoin, Valproate Topiramate

e Nerve blocks

Excluded intervention
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Item Details

¢ Nerve ablation - Laparoscopic uterine nerve ablation (LUNA) is covered by a
NICE Interventional Procedure Guideline (IPG) with the following
recommendation:

The evidence on laparoscopic uterine nerve ablation (LUNA) for chronic pelvic
pain suggests that it is not efficacious and therefore should not be used.

Comparison e Neuromodulators vs no treatment / usual care
e Neuromodulators vs placebo
o Neuromodulators A vs Neuro-modulators B
e Neuromodulators vs other pain management drug (see analgesics protocol)
o Neuromodulators vs hormonal treatment
o Neuromodulators vs surgical treatment
Outcomes o Pain relief
¢ Health related Quality of Life
¢ Rate of success (Disease recurrence and subsequent reoperation rate)
¢ Pregnancy rate/ fertility
¢ Unintended effects from treatment (side effects and complications)
o Participant satisfaction with treatment
¢ Analgesic use

Effect on daily activities (measured as proportion of women who reported
activity restriction which could include; absence from work and school)

Importance of Preliminary classification of the outcomes for decision making:
outcomes critical (up to 3 outcomes) —
e pain relief,

¢ health related quality of life,

e adverse events

important but not critical (up to 3 outcomes) —

e number of women requiring more surgery

¢ absence from work and other activities of daily living
o fertility

¢ analgesic use

Stratified, e
subgroup and Stratification:
adjusted analyses *® Type / class of neuromodulator

Subgroups:

Population related:

e Types of pain
cyclical vs non-cyclical
period-like, sharp, dyschezia, painful intercourse, chronic pelvic pain

o Site of endometriosis (not specified, ovarian, superficial and deep infiltrating
{bladder, peritoneal, recto vaginal})

Treatment related:

e Dosage

e Route of administration

Language English
Study design Systematic reviews of RCTs
RCTs

Comparative cohort studies
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Item

Setting
Search strategy

Review strategy

Equalities

Notes/additional
information

Details

In the absence of full text published RCTs, conference abstracts are being
considered.

Cross over RCTs will be considered where it is appropriate

RCTs with <10 participants in each group and observational studies with < 30
participants will not be considered

No particular setting specified.

Sources to be searched: Medline, Medline In-Process, CENTRAL, CDSR,
DARE, HTA, Embase

Limits (e.g. date, study design): Limit to English language and human-only
studies where appropriate

Supplementary search techniques: No supplementary search techniques will
be used.

See appendix for full strategies

Appraisal of methodological quality:

The methodological quality of each study should be assessed using quality
checklists (eg AMSTAR for systematic reviews, Cochrane RoB tool for RCTs,
CASP for cohort studies) and the quality of the evidence for an outcome (i.e.
across studies) will be assessed using GRADE.

Synthesis of data:

Meta-analysis will be conducted where appropriate.

Default MIDs will be used: 0.8 and 1.25 for dichotomous outcomes; 0.5 times
SD for continuous outcomes.to assess imprecision.

For Visual Analogue Scale (VAS) outcomes related to pain an MID of 1 cm (for
a 10cm scale) will be used (Gerlinger 2010).

When meta analysing continuous data final and change scores will be pooled
and if any study reports both, the method used in the majority of studies will be
analysed.

If studies only report p-values, this information will be plotted in GRADE tables
without an assessment of imprecision possible to be made.

Adolescents are noted as a secific subgroup requiring consideration in the
equalities impact assessment

Pharmacological, non-pharmacological, surgical and
combination management strategies

Network meta-analysis for women presenting with pain as their primary

concern
Iltem
Review question

Objective

Population

Details

What is the effectiveness of the following treatments for pain relief
endometriosis, including recurrent and asymptomatic endometriosis:

¢ Hormonal medical treatments

e Surgery

o Non-pharmacological treatments

e Combinations of surgery plus hormonal treatments?

The aim of this NMA is to determine the clinical efficacy of treatments in
women with endometriosis.

Women between menarche and menopause with endometriosis or suspected
endometriosis of any stage or severity who are experiencing pain. Suspected
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Item

Stratified
analyses

Subgroup
Analyses

Covariates

Interventions

Details

endometriosis may be based on the history of the patient, pelvic examination,
and other tests such as ultrasound, MRI and the CA-125 blood test. Studies
with indirect populations (such as women with dysmenorrhea, women with non-
confirmed pelvic pain, or post-menopausal women) will not be considered

Exclusions:

e women with chronic pelvic pain which was known to be due to causes other
than endometriosis

¢ Use of hormonal therapies (excluding depot medroxyprogesterone) in the
previous 1 month

e Use of depot medroxyprogesterone in the previous 6 months

Those suspected based solely on a CA-125 test with no other contributing
factor, CA-125 should be used in combination with other evaluative measures.

Networks will be examined separately if study populations for separate groups
of treatments are substantially different:

¢ Hormonal treatments

e Surgical treatments

¢ Non-pharmacological treatments

Other subgroup analyses
o Type of diagnosis of endometriosis (eg endometrioma)
e Types of pain

Covariates can sometimes be included to reduce heterogeneity instead of
running subgroup analyses, where data is available. In order of importance
(where data are available):

o Type of disease (ovarian, peritoneal, deep)
e Stage of endometriosis
o Prior surgery within the last 6 months
o Not including diagnostic surgery if separately defined by study

o Not including surgery immediately (within 4 weeks) prior (combined surgery
+ hormonal therapy)

Bias (e.g. blinding)

e Age

o BMI

o Associated heavy menstrual bleeding

All interventions in the following classes (in bold) will be considered,
provided doses are within ranges specified by the Committee (as below)
or those within the BNF.

Hormonal Medical Treatments

Danazol/gestrinone
Danazol
e High dose (400-800mg/d)
e Low dose (100-400mg/d)
Gestrinone

Oestrogens
Oestradiol (oral — 1-2mg/d)
Conjugated equine oestrogens (CEE) (oral — 0.3-1.25mg/d)
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Iltem Details
Progestogens
Lynestrenol
Norethindrone (norethisterone) (2.5mg/d)
Gestodene (i.m 5-10mg)
Desogestrel (oral — 75ug/d)
Medroxyprogesterone
e Low dose oral (15-20mg/d)
¢ High dose oral (20-30mg/d)
e i.m (150mg/3m)
e s.C. (104mg/3m)
Levonorgestrel
e Oral (30ug/d)
e Mirena coil (20ug/d released over 5 years)
Promegestone (s.c. — 68mg released over 3 years)

Dienogest (2mg/d) — Not available in BNF but will be used to provide evidence
of class efficacy

GnRH agonists

Nafarelin (nasal spray — 200ug/12h)
Leuprorelin acetate (depot — 3.75mg/m)
Goserelin (s.c — 3.6mg/m)

Triptorelin (dipherelin) (i.m — 3mg/m)
Buserelin (300ug/8h)

Anti-androgens/Progestogens
Cyproterone acetate (10-12.5mg/d) (only in combination as COC)

Aromatase inhibitors
Anazstrozole (oral — 1mg/d)

Letrozole (oral — 2.5mg/d)

Selective oestrogen receptor modulators
Raloxifene (60mg/d)

Selective progestogen receptor modulators
Tibolone (oral — 2.5mg/d)

Surgical Treatments

Excisional laparoscopic surgery
Laser, diathermy, etc.

Ablative laparoscopic surgery
Laser, diathermy, etc.

Non-Pharmacological Treatments

Behavioural medicine (such as psychological and physiotherapy techniques)
e Cognitive behavioural therapy
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Iltem Details
e Mindfulness
¢ Relaxation techniques
e Pain management programmes —
¢ Pain management physiotherapy
e Pain management psychology
e Expert patient programme
o Exercise (for example yoga and pilates)
e Hypnosis
e Pyschosexual therapy
¢ Biofeedback

Physical methods
Acupuncture

(TENS)

Manual and Physical therapy
Massage (e.g. shiatsu)
Osteopathy

e Chiropractic treatment

o Reflexology

Other

e Herbal medicine

o Naturopathy

o Homeopathic therapy

o Nutrition (gluten free, dairy free, vegetarian, endo diet)

Comparisons ¢ All interventions listed above
e Combinations of those interventions
e Placebo
o No treatment

Outcomes Primary

e Pain (measured by Biberoglu and Behrman scale or other scale with identical
subscales)

o Separated into subscales if data for these are reported separately (non-
menstrual pelvic pain, dyspareunia, dysmenorrhea, induration, pelvic
tenderness)

e Pain measured by a Visual Analogue Scale (VAS)
o Quality of life (measured using the SF-36)

¢ Discontinuation of treatment due to adverse effects (surgical studies will not
be included for this outcome)

The latest time point from each study will be used, up to a maximum duration of
12 months (inclusive) for pain relief and QoL.

For discontinuation, maximum duration will depend on whether relative effects
change across different study follow-ups:

e If no change then we will use a maximum of 12 months (inclusive) and model
as OR - this assumes all discontinuation occurs within the first 3 months

o If change is found then we will include all study durations and model
discontinuation as a rate ratio or HR
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Iltem
Study design

Population size
and directness

Review strategy

Model Structure

Assumptions

Sensitivity
Analyses

Details

Only RCTS will be considered for inclusion. Both periods of cross over RCTs
will be considered if authors have used a suitable paired analysis and if they
have tested for carryover effects or have used a suitable washout period.
Exclusion criteria: studies with a duration of less than 3 months, studies with
less than two relevant treatments (non-relevant treatments include non UK
licensed drugs).

Studies with mixed populations (e.g. mixture of patients with different (but
specified) severities) will be considered under the following assumptions:

If more than 2/3 of the sample are within a particular pre-specified strata then
we will code the study as including women with this characteristic. Otherwise
we will label this characteristic as “mixed”.

Studies must have >15 participants per treatment arm

Synthesis of data

Network meta-analysis will be conducted using Winbugs codes (TSU Bristol
Unit)

We will use mean differences for reporting the results of continuous
outcomes

We will use the ORs (95% cr.i.) for reporting the results of dichotomous
outcomes

We will use rate ratios or HRs for reporting the results of rate outcomes.

We will impute SD (accounting for uncertainty in SD imputation) where it has
not been reported and assess impact of this in a sensitivity analysis

We will not use MIDs as outputs will feed directly into HE model so MIDs will
not be needed

Treatments not included in the list of interventions will be included if they
provide indirect evidence to the network via a closed loop of treatment
effects.

Class effect model to allow borrowing of evidence from other treatments if

network is too sparse. The following investigations into which class effect

model fits the data best will be performed.

o Treatments of the same class grouped by route of administration (e.g.
orally administered GnRH analogues would be an individual class)

o Treatments of the same class grouped (e.g. GnRH analogues would be an
individual class)

We will test for exchangeability of within-class treatments to assess if a class

model is appropriate

We will calculate a composite score of the Biberoglu and Behrman

subscales, using a multivariate approach with known correlations between

each scale

We will consider a multivariate NMA approach between Biberoglu and

Behrman total (composite) score, VAS, and QoL scales and consider a

multivariate approach

Adjusted for covariate(s) (severity as primary)

o For multivariate this requires assuming correlations are same in different
covariate subgroups (e.g. more/less severe)

Use empirical priors (if available) where the ratio of studies to treatments is
less than 3:1

Standard NMA assumptions

Means are normally distributed (Central Limit Theorem)

If covariates are included we assume that there is no multiplicative effect of
this with the different hormonal therapies (i.e. no interaction terms)

Treatment characteristics that have not been stratified/subgrouped (e.g. dose
— high/low, if there is not enough data for subgroup analysis)
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Details

¢ Using studies with mixed populations
o Imputed SDs

e Priors

D.102 Clinical pairwise review

Item

Areas in the
scope

Review
question in
the scope

Review
question for
the guideline

Objective

Population
and
directness

Details

¢ Pharmacological and surgical treatments including analgesics, hormonal medical
treatments, neuromodulators, ablation, excision and hysterectomy with or without
oophorectomy.

e Combining pharmacological and surgical treatments.
¢ Non-pharmacological management specific to pain (for example acupuncture).

Pharmacological and surgical treatments

What is the effectiveness of the following treatments for endometriosis, including
recurrent and asymptomatic endometriosis:

¢ analgesics

e neuromodulators

e hormonal medical treatments

e ablation

e excision

¢ hysterectomy, with or without oophorectomy?

Combinations of treatments

What is the effectiveness of pharmacological therapy before or after surgery
compared with surgery alone?

Non-pharmacological management specific to pain

What is the effectiveness of non-pharmacological therapies (for example
acupuncture) for managing pain associated with endometriosis?

What is the effectiveness of the following treatments for endometriosis, including
recurrent and asymptomatic endometriosis:

e Hormonal medical treatments

e Ablation

e EXxcision

e Combinations of treatments (pharmacological therapy before or after surgery
compared to surgery alone)

¢ Non-pharmacological management specific to pain

The objective of these reviews was to identify effective treatment classes and

interventions within hormonal medical treatment and non-pharmacological

management of pain, effective surgical techniques and to establish whether and

which hormonal medical treatment and surgery combinations are effective.

Inclusions:

e women between menarche and menopause with endometriosis of any stage or
severity.

e women with a suspected diagnosis of endometriosis (definition: suspected
diagnosis based on the history of the patient, pelvic examination and other tests
such as ultrasound, MRI and the CA-125 blood test)

Exclusions:
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e women with chronic pelvic pain which was known to be due to causes other than
endometriosis

¢ those suspected based solely on a CA-125 test with no other contributing factor
(CA-125 should be used in combination with other evaluative measures)

Studies with indirect populations (such as women with dysmenorrhea, women with
non-confirmed pelvic pain, or post-menopausal women) will not be considered.

Intervention Hormonal medical treatments

of any type and administered at any dose, frequency, treatment duration
recommended in the BNF, or by any route of administration:

Combined oral contraceptive pill (patch, ring)

Progesterone only pill

Implant (Nexplanon / Implanon {not available in UK anymore})
Injection [Depo-Proveral)

Levonorgestrel-releasing intrauterine system (LNG-IUS [mirena])
High dose progestogens (e.g medroxyprogesterone acetate)
Danazol

Gonadotrophin-releasing hormone analogues (GnRHa)

o Antiprogestogens (mifepristone [RU 486])

e Combined treatment (GnRH agonist with "add back" HRT/Tibolone)

o Aromatase inhibitors (for example anastrazole, lanastrozole, letrazole and
exemestane)

¢ Selective oestrogen receptor modulators (SERMs) (tamoxifen, raloxifene)
¢ Selective progesterone receptor modulators (SPRMs) (ulipristal, mifepristone)

Surgical interventions
e Ablation
e EXxcision
e General techniques
o Robotic
o Laparoscopic
o Open excision
o Total peritoneal excision
e Specific techniques
o laser
o diathermy
o bi-polar and mono polar
o ultrasonic energy or a combination i.e. ultrasonic with bi-polar)
e These may also include:
o Ovarian cystectomy
o Drainage of endometriosis

e Exclude: helium coagulation {refer to IPG, no sufficient evidence to use in normal
practice}

Combinations of treatments

¢ Any hormonal medical treatment administered before, after or both before + after
any surgical treatment

Non-pharmacological management specific to pain

e Behavioural medicine (such as psychological and physiotherapy techniques)
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Comparison

Details
o Cognitive behavioural therapy
o Mindfulness
o Relaxation techniques
o Pain management programmes -
o Pain management physiotherapy
o Pain management psychology
o Expert patient programme
o Exercise (for example yoga and pilates)
o Hypnosis
o Pyschosexual therapy
o Biofeedback
¢ Physical methods
o Acupuncture
o (TENS)
o Manual and Physical therapy
o Massage (e.g. shiatsu)
o Osteopathy
o Chiropractic treatment
o Reflexology
e Other
o Herbal medicine
o Naturopathy
o Homeopathic therapy
o Nutrition (gluten free, dairy free, vegetarian, endo diet)

For hormonal medical treatments:

¢ Hormonal medical treatment vs no treatment, usual care or placebo
¢ Hormonal medical treatment A vs Hormonal medical treatment B

¢ Hormonal medical treatment vs other medical treatment

¢ Hormonal medical treatment vs. surgery

¢ Hormonal medical treatment vs. combinations of hormonal medical and surgical
treatment

For surgical interventions:
e Surgery compared to diagnostic laparoscopy
e Ablation vs excision

For combinations of treatments

¢ Hormonal medical treatment before surgery vs no treatment/placebo

e Hormonal medical treatment after surgery vs no treatment/placebo

¢ Hormonal medical treatment before vs after surgery

e Hormonal medical treatment before and after surgery vs no treatment/usual care

For non-pharmacological management specific to pain:
e Non-pharmacological management vs no treatment, usual care or placebo
e Non-pharmacological management A vs non-pharmacological management B

¢ Non-pharmacological management vs pharmacological treatment (hormonal
medical treatment, analgesics and neuromodulators)

e Non-pharmacological management vs surgical interventions
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Outcomes

Importance
of outcomes

Setting

Stratified,
subgroup
and adjusted
analyses

Details
For NMA outcomes:
¢ All interventions specified in this protocol

Pain relief

Health related Quality of Life

Rate of success (Disease recurrence and subsequent reoperation rate)
Adverse events (specifically withdrawal due to adverse events)

¢ Surgical complications

o Participant satisfaction with treatment

o Effect on daily activities (measured as proportion of women who reported activity
restriction which could include; absence from work and school)

Additional outcomes for non-pharmacological treatments:
¢ Reduction in size and extent of endometrial cysts
¢ Adherence to treatment programme

Preliminary classification of the outcomes for decision making:

Critical

e Pain relief

¢ Health related Quality of Life

o Adverse events (specifically withdrawal due to adverse events)

o Adherence to treatment programme (for non-pharmacological treatments)

Important

Rate of success (Disease recurrence and subsequent reoperation rate)
Participant satisfaction with treatment

Effect on daily activities (measured as proportion of women who reported activity
restriction which could include; absence from work and school)

Reduction in size and extent of endometrial cysts (for non-pharmacological
treatments)

No particular setting specified

The following groups of interventions will be reviewed, analysed and presented
separately. However, for NMA outcomes, interventions will be included in the same
network provided study populations are considered to be sufficiently similar:

e Hormonal medical treatments
e Surgical interventions

e Combinations of treatments (hormonal medical treatment before or after surgery
compared to surgery alone)

¢ Non-pharmacological management specific to pain

Pre-specified subgroup analyses:
o Type of diagnosis of endometriosis
e Types of pain
o cyclical vs non-cyclical
o period-like, sharp, dyschezia, painful intercourse, chronic pelvic pain

o Site of endometriosis (not specified, ovarian, superficial and deep infiltrating
{bladder, peritoneal, recto vaginal})

e Bowel involvement (shave/skinning, disk, bowel resection)
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Route of administration

Language English

Study design
[ )

Systematic reviews of RCTs

RCTs

In absence of full text published RCTs, conference abstracts will be considered.
Cross over RCTs will be considered where it is appropriate

Studies with >66% women with endometriosis will be included. If the analysis
has been performed for the women with endometriosis separately then only this
data will be extracted.

RCTs with <10 participants in each arm will not be included

Search See appendix for full strategies

strategy

Review Appraisal of methodological quality:

strategy ¢ The methodological quality of each study should be assessed using quality

checklists and the quality of the evidence for an outcome (i.e. across studies) will
be assessed using GRADE.

Synthesis of data:

Network meta-analysis will be conducted where data are available for the
following outcomes (see NMA protocol):

o Pain relief (Biberoglu and Behrman scale, Visual Analogue Scale)
o Withdrawal due to adverse events
o Quality of life (SF-36 scale)

Pairwise meta-analysis will be conducted where appropriate for all other
outcomes

Default MIDs will be used: 0.80 and 1.25 for dichotomous outcomes; 0.5 times SD
for continuous outcomes.to assess imprecision.

For Visual Analogue Scale (VAS) outcomes related to pain an MID of 1 cm (for a
10cm scale) will be used (Gerlinger 2010).

When meta-analysing continuous data final and change scores will be pooled and
if any study reports both, the method used in the majority of studies will be
analysed.

If studies only report p-values, this information will be plotted in GRADE tables
without an assessment of imprecision possible to be made.

Equalities None noted

D.14 Surgical management - Hysterectomy with or without
3 oophorectomy

Iltem
Area in the scope

Review question
in the scope

Details

Pharmacological and surgical treatments including analgesics, hormonal
medical treatments, neuromodulators, ablation, excision and hysterectomy with
or without oophorectomy.

Pharmacological and surgical treatments

What is the effectiveness of the following treatments for endometriosis,
including recurrent and asymptomatic endometriosis:

e analgesics
e neuromodulators
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Review question

Objective

Language
Study design

Population and
directness

Stratified,
subgroup and

adjusted analyses

Intervention
Comparison

Outcomes

Importance of
outcomes

Setting

Details

e hormonal medical treatments

e ablation

e excision

e hysterectomy with or without oophorectomy?

What is the effectiveness of hysterectomy with or without oophorectomy,
including recurrent and asymptomatic endometriosis, in managing
endometriosis?

The aim of this review is to determine the effectiveness of hysterectomy with or
without oophorectomy, including recurrent and asymptomatic endometriosis, in
managing endometriosis

English
Systematic reviews of RCTs
RCTs

Prospective and retrospective comparative cohort studies (only if RCTs are
unavailable or limited data to inform decision making)

In the absence of full text published RCTs, conference abstracts will be
considered.

Women with endometriosis of any stage and severity. Studies with indirect
populations will not be considered.

Stratification, e.g.

Groups that will be reviewed and analysed separately:

Pre-specified sub-group analyses, e.g. In the presence of heterogeneity, the
following subgroups will be considered for sensitivity analysis:

e women with or without cyclic pain

e women with a combination of adenomyosis and endometriosis
¢ hysterectomy with or without excision of endometriosis

¢ laparoscopy vs laparotomy

Important confounders (when comparative observational studies are included
for interventional reviews):

e age
o severity of the condition
hysterectomy without oophorectomy
Hysterectomy, with oophorectomy

o Health related Quality of Life

o Rate of success (Disease recurrence and subsequent reoperation rate)

Pain relief

Effect on daily activities

e Adverse events

o Participant satisfaction with treatment

Preliminary classification of the outcomes for decision making:

o critical (up to 3 outcomes) — pain relief, health related quality of life, adverse
events

e important but not critical (up to 3 outcomes) — number of women requiring
more surgery, effect on daily activities including absence from work

Tertiary care
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Details

Search strategy Sources to be searched: Medline, Medline In-Process, CENTRAL, CDSR,

Review strateg

Equalities

Pharmaco

DARE, HTA, Embase
Limits (e.g. date, study design): Limit to English language and human-only
studies where appropriate

Supplementary search techniques: No supplementary search techniques will
be used.

See appendix for full strategies

y Appraisal of methodological quality:
The methodological quality of each study should be assessed using quality
checklists (eg AMSTAR for systematic reviews, Cochrane RoB tool for RCTS,
CASP for cohort studies) and the quality of the evidence for an outcome (i.e.
across studies) will be assessed using GRADE.
Synthesis of data:
Meta-analysis will be conducted where appropriate.
Default MIDs will be used: 0.8 and 1.25 for dichotomous outcomes; 0.5 times
SD for continuous outcomes.to assess imprecision.
When meta analysing continuous data final and change scores will be pooled
and if any study reports both, the method used in the majority of studies will be
analysed.
If studies only report p-values, this information will be plotted in GRADE tables
without an assessment of imprecision possible to be made.

Adolescents are noted as a specific subgroup requiring consideration in the
equalities impact assessment

logical, non-pharmacological, surgical and

combination management strategies — if fertility is a

priority

Network meta-analysis for women presenting with subfertility as primary

concern
Item

Review
question

Objective

Population

Details

What is the effectiveness of the following ovulation suppression treatments or
surgery (or combinations of these) or non-pharmacological treatments for
improving spontaneous pregnancy rates in endometriosis, including recurrent
and asymptomatic endometriosis:

e Hormonal medical treatments

e Surgery

e Non-pharmacological therapies

e Combinations of surgery plus hormonal treatments?

The aim of this NMA is to determine the clinical efficacy of ovulation suppression
treatments, surgery and non-pharmacological therapies to improve fertility in women
with endometriosis.

Subfertile women desiring pregnancy, between menarche and menopause with
endometriosis or suspected endometriosis (based on the history of the patient, pelvic
examination, and other tests such as ultrasound, MRI and the CA-125 blood test) of
any stage or severity.

Studies with indirect populations (such as women with dysmenorrhea, women with
non-confirmed pelvic pain, or post-menopausal women) will not be considered.
Infertility defined as failure to conceive after >=12 months unprotected intercourse
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Stratified
analyses

Subgroup
Analyses

Covariates

Intervention
S

Details

Exclusions:

e women with chronic pelvic pain which was known to be due to causes other than
endometriosis

¢ Use of hormonal therapies (excluding depot medroxyprogesterone) in the previous
1 month

¢ Use of depot medroxyprogesterone in the previous 6 months

e Women receiving other fertility treatments as covered by NICE guidance on fertility
(e.g. IVF, clomiphene citrate)

Those suspected based solely on a CA-125 test with no other contributing factor,
CA-125 should be used in combination with other evaluative measures.

Networks will be examined separately if study populations for separate groups of
treatments are substantially different:
e Hormonal treatments
e Surgical treatments
¢ Non-pharmacological treatments
Covariates can sometimes be included to reduce heterogeneity instead of running
subgroup analyses, where data is available. In order of importance:
¢ Stage of endometriosis
e Prior surgery within the last 6 months
o Not including diagnostic surgery if separately defined by study
o Not including surgery immediately (within 4 weeks) prior (combined surgery +
hormonal therapy)
All interventions in the following classes (in bold) will be considered, provided
doses are within ranges specified by the Committee (as below) or those within
the BNF.

Hormonal Medical Treatments

Danazol/gestrinone
Danazol

¢ High dose (400-800mg/d)
e Low dose (100-400mg/d)
Gestrinone

Oestrogens
Oestradiol (oral — 1-2mg/d)
Conjugated equine oestrogens (CEE) (oral — 0.3-1.25mg/d)

Progestogens

Lynestrenol

Norethindrone (norethisterone) (2.5mg/d)
Gestodene (i.m 5-10mg)
Desogestrel (oral — 75ug/d)
Medroxyprogesterone

e Low dose oral (15-20mg/d)
¢ High dose oral (20-30mg/d)
e i.m (150mg/3m)

e s.c. (104mg/3m)
Levonorgestrel
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e Oral (30ug/d)

e Mirena coil (20ug/d released over 5 years)
Promegestone (s.c. — 68mg released over 3 years)

Dienogest (2mg/d) — Not available in BNF but will be used to provide evidence of
class efficacy

GnRH agonists

Nafarelin (nasal spray — 200ug/12h)
Leuprorelin acetate (depot — 3.75mg/m)
Goserelin (s.c — 3.6mg/m)

Triptorelin (dipherelin) (i.m — 3mg/m)
Buserelin (300ug/8h)

Anti-androgens/Progestogens
Cyproterone acetate (10-12.5mg/d) (only in combination as COC)

Aromatase inhibitors
Anazstrozole (oral — 1mg/d)

Letrozole (oral — 2.5mg/d)

Selective oestrogen receptor modulators
Raloxifene (60mg/d)

Selective progestogen receptor modulators
Tibolone (oral — 2.5mg/d)

Surgical Treatments

Excisional laparoscopic surgery
Laser, diathermy, etc.

Ablative laparoscopic surgery
Laser, diathermy, etc.

Non-Pharmacological Treatments

Behavioural medicine (such as psychological and physiotherapy techniques)
e Cognitive behavioural therapy

e Mindfulness

¢ Relaxation techniques

e Pain management programmes —

e Pain management physiotherapy

e Pain management psychology

o Expert patient programme

e Exercise (for example yoga and pilates)
e Hypnosis

e Pyschosexual therapy

e Biofeedback
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Comparison
S

Outcomes

Study
design

Population
size and
directness

Search
strategy

Review
strategy

Model
Structure

Details

Physical methods

e Acupuncture

e (TENS)

e Manual and Physical therapy
e Massage (e.g. shiatsu)

e Osteopathy

e Chiropractic treatment

o Reflexology

Other

¢ Herbal medicine

o Naturopathy

e Homeopathic therapy

¢ Nutrition (gluten free, dairy free, vegetarian, endo diet)

¢ All interventions listed above

e Combinations of those interventions
e Placebo

¢ No treatment

Primary
e Spontaneous pregnancy

The latest time point from each study will be used, up to a maximum duration of 24
months (inclusive). Results will be examined to assess if there is a relationship
between study-follow-up and clinical pregnancy.

Only RCTS will be considered for inclusion. For crossover trials, only data from the

first period of the study will be included.

Exclusion criteria: studies with a duration of less than 3 months, studies with less

than two relevant treatments.

Studies with mixed populations (e.g. prior surgery) will be considered under the

following assumptions:

o If more than 2/3 of the sample are within a particular pre-specified strata then we
will code the study as including women with this characteristic. Otherwise we will
label this characteristic as “mixed”.

¢ Studies must have >10 participants in each arm
See separate document

Synthesis of data

o Network meta-analysis will be conducted using Winbugs codes (TSU Bristol Unit)

o We will use the ORs (95% cr.i.) for reporting the results of dichotomous outcomes

o We will use rate ratios or HRs for reporting the results of rate outcomes.

e We will not use MIDs as outputs will feed directly into HE model so MIDs will not be
needed

¢ Class effect model to allow borrowing of evidence from other treatments if network
is too sparse. The following investigations into which class effect model fits the
data best will be performed.
o Treatments of the same class grouped by route of administration (e.g. orally
administered GnRH analogues would be an individual class)
o Treatments of the same class grouped (e.g. GnRH analogues would be an
individual class)
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Item

Assumption
s

Sensitivity
Analyses

D.122 Clinical pairw
Item

Details

o We will test for exchangeability of within-class treatments to assess if a class
model is appropriate
e Adjusted for prior surgery

e Use empirical priors (if available) where the ratio of studies to treatments is less
than 3:1

e Standard NMA assumptions
e We assume that there is no multiplicative effect of prior surgery with the different
treatments (i.e. no interaction terms)

e Treatment characteristics that have not been stratified/subgrouped (e.g. dose —
high/low, if there is not enough data for subgroup analysis)

¢ Using studies with mixed populations
e Imputed SDs
e Priors

ise review
Details

Area in the scope e Pharmacological and surgical treatments including analgesics, hormonal

medical treatments, neuromodulators, ablation, excision and hysterectomy
with or without oophorectomy.

e Combining pharmacological and surgical treatments.

¢ Non-pharmacologcial management specific to pain (for example
acupuncture).

Review question Pharmacological and surgical treatments

in the scope

What is the effectiveness of the following treatments for endometriosis,
including recurrent and asymptomatic endometriosis:

¢ analgesics

e neuromodulators

e hormonal medical treatments

¢ ablation

e excision

¢ hysterectomy, with or without oophorectomy?

Combinations of treatments

What is the effectiveness of pharmacological therapy before or after surgery
compared with surgery alone?

Non-pharmacological management specific to pain

What is the effectiveness of non-pharmacological therapies (for example
acupuncture) for managing pain associated with endometriosis?

Review question What is the effectiveness of the following treatments for improving fertility in
for the guideline endometriosis, including recurrent and asymptomatic endometriosis:

e Hormonal medical treatments
e Ablation
e Excision

e Combinations of treatments (pharmacological therapy before or after surgery
compared to surgery alone)

¢ Non-pharmacological management specific to pain
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Review Protocols

Item
Objective

Population and
directness

Intervention

Details

The objective of these reviews was to identify treatment classes and
interventions within hormonal medical treatment and non-pharmacological
management of pain, surgical techniques and combinations of hormonal
medical treatment and surgery which are effective in improving fertility.

Inclusions:

subfertile women between menarche and menopause with endometriosis of
any stage or severity. (Subfertility definition: failure to conceive after >=12
months of unprotected intercourse)

women with a suspected diagnosis of endometriosis (definition: suspected
diagnosis based on the history of the patient, pelvic examination and other
tests such as ultrasound, MRI and the CA-125 blood test)

Exclusions:

women with chronic pelvic pain which was known to be due to causes other
than endometriosis

those suspected based solely on a CA-125 test with no other contributing
factor (CA-125 should be used in combination with other evaluative
measures)

women receiving additional fertility treatments (e.g. IVF, clomiphene citrate)

Studies with indirect populations (such as women with dysmenorrhea, women
with non-confirmed pelvic pain, or post-menopausal women) will not be
considered.

Hormonal medical treatments - Ovulation suppression

of any type and administered at any dose, frequency, treatment duration
recommended in the BNF, or by any route of administration:

Combined oral contraceptive pill (patch, ring)

Progesterone only pill

Implant (Nexplanon / Implanon {not available in UK anymore})
Injection [Depo-Proveral)

Levonorgestrel-releasing intrauterine system (LNG-IUS [mirena])

Progestogens (high dose- put all classes together for e.g
medroxyprogesterone acetate)

Danazol

Gonadotrophin-releasing hormone analogues (GnRHa)
Antiprogestogens (mifepristone [RU 486])

Combined treatment (GnRH agonist with "add back" HRT/Tibolone)

Aromatase inhibitors (for example anastrazole, lanastrozole, letrazole and
exemestane)

Selective oestrogen receptor modulators (SERMs) (tamoxifen, raloxifene)

Selective progesterone receptor modulators (SPRMs) (ulipristal,
mifepristone)

Surgical interventions

Ablation

Excision

General techniques

o Robotic

o Laparoscopic

o Open excision

o Total peritoneal excision
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Iltem Details
e Specific techniques
o laser
o diathermy
o bi-polar and mono polar
o ultrasonic energy or a combination i.e. ultrasonic with bi-polar)
e These may also include:
o Ovarian cystectomy
o Drainage of endometriosis

e Exclude: helium coagulation {refer to IPG, no sufficient evidence to use in
normal practice}

Combinations of treatments

¢ Any hormonal medical treatment administered before, after or both before +
after any surgical treatment

Non-pharmacological management specific to pain
¢ Behavioural medicine (such as psychological and physiotherapy techniques)
o Cognitive behavioural therapy
o Mindfulness
o Relaxation techniques
o Pain management programmes -
o Pain management physiotherapy
o Pain management psychology
o Expert patient programme
o Exercise (for example yoga and pilates)
o Hypnosis
o Pyschosexual therapy
o Biofeedback
¢ Physical methods
o Acupuncture
o (TENS)
o Manual and Physical therapy
o Massage (e.g. shiatsu)
o Osteopathy
o Chiropractic treatment
o Reflexology
e Other
o Herbal medicine
o Naturopathy
o Homeopathic therapy
o Nutrition (gluten free, dairy free, vegetarian, endo diet)

Comparison For hormonal medical treatments:

e Hormonal medical treatment vs no treatment, usual care or placebo
Hormonal medical treatment A vs Hormonal medical treatment B
Hormonal medical treatment vs other medical treatment
Hormonal medical treatment vs. surgery

Hormonal medical treatment vs. combinations of hormonal medical and
surgical treatment

For surgical interventions:
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Item

Outcomes

Importance of
outcomes

Setting

Stratified,
subgroup and
adjusted analyses

Language

Details
e Surgery compared to diagnostic laparoscopy
e Ablation vs excision

For combinations of treatments

e Hormonal medical treatment before surgery vs no treatment/placebo
e Hormonal medical treatment after surgery vs no treatment/placebo
e Hormonal medical treatment before vs after surgery

Hormonal medical treatment before and after surgery vs no
treatment/usual care

For non-pharmacological management specific to pain:
e Non-pharmacological management vs no treatment, usual care or placebo

¢ Non-pharmacological management A vs non-pharmacological management
B

¢ Non-pharmacological management vs pharmacological treatment (hormonal
medical treatment, analgesics and neuromodulators)

¢ Non-pharmacological management vs surgical interventions

For NMA outcomes:
All interventions specified in this protocol

e Live birth

¢ Clinical pregnancy

e Miscarriage

Preliminary classification of the outcomes for decision making:

Critical

e Live birth

e Clinical pregnancy
e Miscarriage

No particular setting specified

The following groups of interventions will be reviewed, analysed and
presented separately. However, for NMA outcomes, interventions will be
included in the same network provided study populations are considered to be
sufficiently similar:

e Hormonal medical treatments
e Surgical interventions

e Combinations of treatments (pharmacological therapy before or after surgery
compared to surgery alone)

¢ Non-pharmacological management specific to pain

Pre-specified subgroup analyses:
e Type of diagnosis of endometriosis

¢ Site of endometriosis (not specified, ovarian, superficial and deep infiltrating
{bladder, peritoneal, recto vaginal})

e Bowel involvement (shave/skinning, disk, bowel resection)
e Route of administration

English
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Iltem
Study design

Search strategy
Review strategy

Equalities

Details

e Systematic reviews of RCTs

e RCTs

¢ In absence of full text published RCT and Conference abstracts are being
considered.

e Cross over RCTs will be considered where it is appropriate

¢ Studies with >66% women with endometriosis will be included. If the
analysis has been performed for the women with endometriosis separately
then only this data will be extracted.

e RCTs with <10 participants in each arm will not be included

See appendix for full strategies
Appraisal of methodological quality:

e The methodological quality of each study should be assessed using quality
checklists and the quality of the evidence for an outcome (i.e. across
studies) will be assessed using GRADE.

Synthesis of data:

¢ Network meta-analysis will be conducted where data are available for the
following outcomes (see NMA protocol):
o Clinical pregnancy

e Pairwise meta-analysis will be conducted where appropriate for all other
outcomes

e Default MIDs will be used: 0.80 and 1.25 for dichotomous outcomes; 0.5
times SD for continuous outcomes.to assess imprecision. For Visual
Analogue Scale (VAS) outcomes related to pain an MID of 1 cm (for a 10cm
scale) will be used (Gerlinger 2010).

¢ When meta-analysing continuous data final and change scores will be
pooled and if any study reports both, the method used in the majority of
studies will be analysed.

o |f studies only report p-values, this information will be plotted in GRADE
tables without an assessment of imprecision possible to be made.

10% of search results will be double sifted.
None noted
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1 Appendix F: Summary of identified studies

F.A Specialist services

3  Figure 1: Flow diagram of clinical article selection for specialist services review

Titles and abstracts
identified, N=933

+ ¢

Full copies retrieved Excluded, N=921
and assessed for (not relevant population,
eligibility, N=12 design, intervention,

comparison, outcomes,
unable to retrieve)

Publications included Publications excluded
in review, N=0 from review, N=12
(refer to excluded
studies list)
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F.2 Timing of interventions: association between duration of
2 symptoms before laparoscopy and treatment outcomes

3  Figure 2: Flow diagram of clinical article selection for timing of interventions review

Titles and abstracts
identified, N= 1143

: ¢

Full copies retrieved Excluded, N=1141
and assessed for (not relevant population,
eligibility, N= 2 design, intervention,

comparison, outcomes,
unable to retrieve)

'

Publications included Publications excluded
in review, N=0 from review, N= 2
(refer to excluded
studies list)
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F.8 Signs and symptoms of endometriosis (monitoring and
2 referral)

Figure 3: Flow diagram of clinical article selection for signs and symptoms of
endometriosis review

Titles and abstracts
identified, N= 4129

: 4

Full copies retrieved ( Excluded. N=4035 \
and gs__f.esse_d for (not relevant population, design,
eligibility, N=94 intervention, comparison,
outcomes, unable to retrieve,
conference abstracts)
Publications included Publications excluded
in review, N=3 from review, N=91
(refer to excluded

studies list)
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F.4 Information and support

2  Figure 4: Flow diagram of clinical article selection for information and support review

Titles and abstracts
identified, N=1064

! ¢

Full copies retrieved Excluded, N=984
and as_s_essegl for (not relevant population,
eligibility, N=80 design, intervention,

comparison, outcomes,
unable to retrieve)

Publications included Publications excluded
in review, N= 17 from review, N= 63
(refer to excluded
studies list)
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F.b Risk of reproductive cancer

2  Figure 5: Flow diagram of clinical article selection for the risk of reproductive cancer
3 review

Titles and abstracts
identified, N= 890

! ¢

Full copies retrieved Excluded, N=852
and assessed for (not relevant population,
eligibility, N= 38 design, intervention,

comparison, outcomes,
unable to retrieve)

'

Publications included Publications excluded from review, N=21
in review, N=17 (refer to excluded studies list)
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F.6 Diagnosis — Ultrasound

2  Figure 6: Flow diagram of clinical article selection for ultrasound review

Titles and abstracts
identified, N=3075

! ¢

Full copies retrieved Excluded, N=2907
ar!d.aslseSS(e_d for (not relevant population,
eligibility, N=168 design, intervention,

comparison, outcomes,
unable to retrieve)

y

Publications included Publications excluded
in review, N=3 from review, N= 165
(refer to excluded
studies list)
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F.¥ Diagnosis — Biomarkers: CA-125

2  Figure 7: Flow diagram of clinical article selection for CA-125 review

Titles and abstracts
identified, N=3075

! ¢

Full copies retrieved Excluded, N=2926
ar!d.aslseSS(e_d for (not relevant population,
eligibility, N=149 design, intervention,

comparison, outcomes,
unable to retrieve)

y

Publications included Publications excluded
in review, N=1 from review, N= 148
(refer to excluded
studies list)
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F.8 Diagnosis — Biomarkers: HE-4

2  Figure 8: Flow diagram of clinical article selection for HE-4 review

Titles and abstracts
identified, N=3075

! ¢

Full copies retrieved Excluded, N=2944
ar!d_a$$953‘9_d for (not relevant population,
eligibility, N=131 design, intervention,

comparison, outcomes,
unable to retrieve)

y

Publications included Publications excluded
in review, N=1 from review, N= 130
(refer to excluded
studies list)
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F.©® Diagnosis — Biomarkers: Nerve fibre marker Protein Gene
2 Product 9.5 (PGP 9.5)

3  Figure 9: Flow diagram of clinical article selection for PGP 9.5 review

Titles and abstracts
identified, N=3075

! ¢

Full copies retrieved Excluded, N=2944
and assessed for (not relevant population,
eligibility, N=131 design, intervention,

comparison, outcomes,
unable to retrieve)

Publications included Publications excluded
in review, N=1 from review, N= 130
(refer to excluded
studies list)
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F.10 Diagnosis — MRI

2  Figure 10: Flow diagram of clinical article selection for MRI review

Titles and abstracts
identified, N=3075

! ¢

Full copies retrieved Excluded, N=2852
ar!d.aslseSS(e_d for (not relevant population,
eligibility, N=223 design, intervention,

comparison, outcomes,
unable to retrieve)

y

Publications included Publications excluded
in review, N=2 from review, N= 221
(refer to excluded
studies list)
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F.14 Diagnosis — Surgical diagnosis with or without histological
2 confirmation

3  Figure 11: Flow diagram of clinical article selection for surgical diagnosis with or
4 without histological confirmation review

Titles and abstracts
identified, N=3075

: ¢

Full copies retrieved Excluded, N=2925
and assessed for (not relevant population,
eligibility, N=150 design, intervention,

comparison, outcomes,
unable to retrieve)

y

Publications included Publications excluded
in review, N=17 from review, N= 133
(refer to excluded
studies list)
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F.12 Staging Systems

2  Figure 12: Flow diagram of clinical article selection for endometriosis-staging

3 systems review
Titles and abstracts
identified, N= 1489
| ¢
Full copies retrieved Excluded, N=1434
and assessed for (not relevant population,
eligibility, N= 55 design, intervention,
comparison, outcomes,
unable to retrieve)
Publications included Publications excluded
in review, N=0 from review, N= 55
(refer to excluded
studies list)
4
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F.18 Pharmacological management — Analgesics

2  Figure 13: Flow diagram of clinical article selection for analgesics review

Update search: Titles
and abstracts
identified, N= 499

+ ¢

Full copies retrieved Excluded, N=485
and assessed for (not relevant population,
eligibility, N=14 design, intervention,

comparison, outcomes,
unable to retrieve)

Publications included Publications excluded
in review (N = 1 RCT) from review, N=13
(refer to excluded
studies list)
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F.14 Pharmacological management — Neuromodulators

2  Figure 14: Flow diagram of clinical article selection for neuromodulators review

Titles and abstracts
identified, N= 398

! ¢

Full copies retrieved Excluded, N=345
and assessed for (not relevant population,
eligibility, N= 53 design, intervention,

comparison, outcomes,
unable to retrieve)

Publications included Publications
in review, N= 6 (two excluded from
trials and associated review, N=47
publications) (refer to excluded
studies list)
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F.15 Pharmacological, non-pharmacological, surgical and
2 combination management strategies (NMA and pairwise
3 comparisons, and fertility (NMA))

Figure 15: Flow diagram of clinical article selection for pharmacological, non-
pharmacological, surgical and combination management strategies review
including NMA

Update search: Titles
and abstracts
identified, N=3242

: ¢

Full copies retrieved Excluded, N=2857
and assessed for (not relevant population,
eligibility, N=385 design, intervention,

comparison, outcomes,

unable to retrieve)

\ 4

(Publications included in review\ Publications excluded
N=91 from review, N=281

(See excluded studies list

61 in NMAs

¢ 7 in hormonal management
¢ 10 in non-pharmacological
management

« 8 in surgical management

¢ 12 in combined surgical and

Qrmonal management j

Note:  Numbers of included studies for separate reviews do not add up to total number included as some
studies were included in both NMAs and pairwise reviews
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F.16 Hysterectomy with or without oophorectomy

2  Figure 16: Flow diagram of clinical article selection for hysterectomy with or
3 without oophorectomy review

Update search: Titles
and abstracts
identified, N=2569

x ¢

Full copies retrieved Excluded, N=2513
and assessed for (not relevant population,
eligibility, N=56 design, intervention,

comparison, outcomes,
unable to retrieve)

'

Publications included Publications excluded
in review N=2 from review, N=54
(refer to excluded studies
list)
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F.1¥ Management strategies to improve spontaneous pregnancy
2 rates

F.18 Economic evidence

Titles and abstracts
identified, N= 438

: ¢

Full copies retrieved Excluded, N=365
and assessed for (not relevant population,

eligibility, N= 73 design, intervention,
comparison, outcomes,
unable to retrieve)

Publications included Publications

in review, N= 15 excluded from
(nine relevant clinical review, N=58

studies and six (refer to excluded

indicative costing studies list)

studies)
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Appendix H: Excluded studies

Specialist services

Reference Reason for exclusion

Bruen, L., Shacaluga, A., Penketh, R., Nurse-led self-referral Insufficient information about

service for women with endometriosis and pelvic pain, services and comparison

Gynecological Surgery, 8, S124, 2011 group. No publication
identified.

Cambitzi, J., Nagaratnam, M., Endometriosis-associated pain Narrative review

syndrome: a nurse-led approach, British Journal of Pain, 7, 31-8,

2013

Dakkak, R., Rosenow, G., Von Kleinsorgen, C., Thiel-Moder, U., Not enough information about

Papadopolous, T., Kruger, K., Liehr, M. R., Adam, U., Ebert, A. D., data provided to analyse

Establishment of endometriosis centers of excellence: Facts, further

problems and fiction, Archives of Gynecology and Obstetrics, 282,

S176, 2010

D'Hooghe, T., Hummelshoj, L., Multi-disciplinary centres/networks  Narrative review
of excellence for endometriosis management and research: a
proposal, Human Reproduction, 21, 2743-8, 2006

Ebert, A. D., Rosenow, G., Kruger, K., Liehr, R. M., Adam, U., Insufficient information
Braunig, P., Haselmann, J., Freitag, A., Papadopolous, T., Von regarding service, no
Kleinsorgen, C., Development of centres of excellence for comparator service

endometriosis - The Berlin experiences, Molecular Human
Reproduction, 24, i54-i55, 2009

Ebert, A. D., Ulrich, U., Keckstein, J., Muller, M., Schindler, A. E., Narrative review
Sillem, M., Tinneberg, H. R., De Wilde, R. L., Schweppe, K. W.,

Endometriosis Research, Foundation, the European

Endometriosis, League, Implementation of certified endometriosis

centers: 5-year experience in German-speaking Europe,

Gynecologic & Obstetric Investigation, 76, 4-9, 2013

Greco, C. D., Management of adolescent chronic pelvic pain from  Narrative review
endometriosis: a pain center perspective, Journal of Pediatric &
Adolescent Gynecology, 16, S17-9, 2003

Hogg, S., Vyas, S., Endometriosis, Obstetrics, Gynaecology and Narrative review
Reproductive Medicine, 25, 133-141, 2015

Lasmar, R. B., Lasmar, B. P., Keller Celeste, R., Larbig, A., De The intervention is a tool, not a
Wilde, R. L., Validation of a score to guide endometriosis therapy  specialist service

for the non-specialized gynecologist, International Journal of

Gynecology and Obstetrics, 131, 78-81, 2015

Marqueta, L., Munoz, L., Tejerizo, A., Lopez, G., Lorenzo, E., No comparator group;
Munoz, J. L., Jimenez, J. S., Multidisciplinary approach in the insufficient information
management of deep infiltrating endometriosis. 5 years follow up,  regarding service.
Journal of Minimally Invasive Gynecology, 1), S126, 2012

Metzger,D.A., Treating endometriosis pain: A multidisciplinary Narrative review

approach, Seminars in Reproductive Endocrinology, 15, 245-250,

1997

Moura, A. P. C., Nogueira, L. A. A., Demystifying the exam for the Intervention was

detection of deep endometriosis-5 step approach for non- ultrasonography, not specialist
specialists, Ultrasound in Medicine and Biology, 1), S36, 2013 service.
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Timing of interventions: association between duration of
symptoms before laparoscopy and treatment outcomes

Reference

Abbott, J., Hawe, J., Hunter, D., Holmes, M., Finn, P., Garry, R.,
Laparoscopic excision of endometriosis: a randomized, placebo-
controlled trial, Fertility & Sterility, 82, 878-84, 2004

Jia,S.Z., Leng,J.H., Shi,J.H., Sun,P.R., Lang,J.H., Health-related
quality of life in women with endometriosis: A systematic review,

Journal of Ovarian Research, 5, -, 2012

Reason for exclusion

There was no information
regarding duration of
symptoms of the women
included in the study

The topic of the systematic
review does not include
duration of symptoms
associated with laparoscopy

H.8 Signs and symptoms of endometriosis (monitoring and

6

referral)

Study

Adamson, G. D., Diagnosis and clinical
presentation of endometriosis, American Journal
of Obstetrics & Gynecology, 162, 568-9, 1990

Anonymous, Risk factors for pelvic
endometriosis in women with pelvic pain or
infertility. Gruppo Italiano per lo Studio dell’
endometriosi, European Journal of Obstetrics,
Gynecology, & Reproductive Biology, 83, 195-9,
1999

Apostolopoulos, N. V., Alexandraki, K. I., Gorry,
A., Coker, A., Association between chronic
pelvic pain symptoms and the presence of
endometriosis, Archives of gynecology and
obstetrics, 293, 439-445, 2016

Bai, S. W., Cho, H. J., Kim, J. Y., Jeong, K. A,,
Kim, S. K., Cho, D. J., Song, C. H., Park, K. H.,
Endometriosis in an adolescent population: the
severance hospital in Korean experience,
Yonsei Medical Journal, 43, 48-52, 2002

Ballard, K. D., Seaman, H. E., De Vries, C. S.,
Wright, J. T., Can symptomatology help in the
diagnosis of endometriosis? Findings from a
national case-control study - Part 1, BJOG: An
International Journal of Obstetrics and
Gynaecology, 115, 1382-1391, 2008

Ballard, K., Lane, H., Hudelist, G., Banerjee, S.,
Wright, J., Can specific pain symptoms help in
the diagnosis of endometriosis? A cohort study
of women with chronic pelvic pain, Fertility &
Sterility, 94, 20-7, 2010

Barcellos, M. B., Lasmar, B., Lasmar, R.,
Agreement between the preoperative findings
and the operative diagnosis in patients with
deep endometriosis, Archives of Gynecology &
Obstetrics Arch Gynecol Obstet, 293, 845-50,
2016

Reason for Exclusion
A narrative paper; an opinion

Analysis does not look at any of the protocol's
listed factors; no comparison between pelvic
pain and infertility, just trends in each group

No adjustment

No adjusted analysis, just descriptive

Diagnosed not suspected endometriosis

No adjusted analysis; pain intensity and not
“cyclical/non-cyclical" pain as in protocol

Not relevant to the PICO question
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Study Reason for Exclusion
Becker, C., Diagnosis and management of A narrative review
endometriosis, Prescriber, 26, 17-21, 2015

Bell, J. S., Endometriosis. Will identifying risk Narrative review

factors enable an early diagnosis?, Australian
Family Physician, 30, 649-53, 2001

Brown, Julie, Kives, Sari, Akhtar, Muhammad, No investigation of sigh and symptoms
Progestagens and anti-progestagens for pain

associated with endometriosis, Cochrane

Database of Systematic Reviews, 2012

Buck Louis, G. M., Backonja, U., Schliep, K. C.,  No investigation of signs/symptoms
Sun, L., Peterson, C. M., Chen, Z., Women's

Reproductive History Before the Diagnosis of

Incident Endometriosis, Journal of Women's

Health, 25, 1021-1029, 2016

Carneiro, M. M., Filogonio, I. D. D. S., Costa, L. A narrative review/opinion
M. P., De Avila, I., Ferreira, M. C., Accuracy of

clinical signs and symptoms in the diagnosis of

endometriosis, Journal of Endometriosis, 2, 63-

70, 2010

Chapron, C., Borghese, B., Streuli, I., de Ziegler, A clinical narrative paper about management of
D., Markers of adult endometriosis detectable in  endometriosis

adolescence, Journal of Pediatric & Adolescent

Gynecology, 24, S7-12, 2011

Cheewadhanaraks, S., Peeyananjarassri, K., The study was not a prognostic study design
Dhanaworavibul, K., Liabsuetrakul, T., Positive

predictive value of clinical diagnosis of

endometriosis, Journal of the Medical
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1 Appendix I: Forest plots

A Specialist services

3 No evidence found

.2 Timing of interventions: association between duration of
5 symptoms before laparoscopy and treatment outcomes

6 No evidence found

.8 Signs and symptoms of endometriosis (monitoring and
s referral)

9 Figure 17: Pelvic pain

Study N ES (95% Cl)  Quality

Peterson 2013 495 1.39(0.95, 2.04) M
(I/1V type endo)

Calhaz-Jorge 2004 1079 2.00(1.20, 3.40)M
(/I type endo)

10
11 ES, adjusted odds ratios; Cl, confidence intervals
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Figure 18:

Study

Calhaz-Jorge 2004 (mild
dysmenorrhea / anytype endo)
Whitehill 2012 (degree of
dysmenorrhea / any type endo)
Peterson 2013 (dysmenorrhea
any / 11V type endo)
Calhaz-Jorge 2004 (dysmenorrhea
any / 11V type endo)
Calhaz-Jorge 2004 (moderate
dysmenorrhea / IlI/1V type endo)
Calhaz-Jorge 2004 (severe
dysmenorrhea / lIl/IV type endo)
Calhaz-Jorge 2004 (recently intensified
dysmenorrhea / lIl/IV type endo)

Dysmenorrhea

1079

429

485

1079

1079

1079

1079

ES (95% CI)

062 (0.46, 0.83)

134 (1.10, 1.65)

246 (1.28,4.72)

250 (1.20, 5.20)

170 (1.10, 2.70)

2.80 (1.50, 5.10)

2.40 (1.30, 4.50)

Quality

Figure 19:

ES, adjusted odds ratios; Cl, confidence intervals

Irregular cycle
Study N
Calhaz-Jorge 1079

2004 (any type endo)

Calhaz-Jorge 2004 1079
(lNNV type endo)

ES(95% Cl)  Quality

0.60 (0.43, 0.84) M

0.29 (0.15, 0.54) M

ES, adjusted odds ratios; Cl, confidence intervals
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Figure 20: Infertility history

Study N ES (95% Cl)  Quality
Whitehill 2012 429 1.98 (1.29, 3.04M

(any type endo)

Peterson 2013 495 243 (1.57,3.76)M

(lll/1V type endo)

ES, adjusted odds ratios; Cl, confidence intervals

Figure 21: Pelvic signs

Study N ES (95% Cl) Quality
Whitehill 429 3.81 (164,883) M
2012
T T
1 4 10

ES, adjusted odds ratios; Cl, confidence intervals

Information and support

Not applicable
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Risk of reproductive cancer

Figure 22: Rate of ovarian cancer in women with endometriosis compared to those
without endometriosis

Study
D Population Quality ES (5% Cl) Estimate  Age Diagnoses
Qvarian
Aris 2010 Canada Very low —_— 160 (112, 2.08) RR All
Brinton 2004/5 us Very low ——— 248 (1.30, 4.20) SIR NR NR
Brinton 2005 Danish register ~ Very law —_—— 169 (1.27, 2.25) RR NR New
Kobayashi 2007/8 Japanese Very law —_— 895(4.12,1530) SR 201059 Ultrasound
Brinton 1997 Swedish register  Low —— 1.92 (1.30. 2.80) SIR 12t0 82 All
Melin 2006 Swedish register  Low — 143 (118, 1.71) SR 39.4 (mean) New
Melin 2007 Swedish register  Low —_— 137 (1.14, 1.62) SR 3954 (mean) New
Chang 2014 Taiwanese register Low _— 328 (137, 7.85) HR 200 51 New
Chang 2014 Taiwanese register Low —_—— 387 (158, 9.47) HR 20 te 51 Surgical
Chang 2014 Taiwanese register Low 1.64 (0.38, 7.80) HR 20te 51 Not surgical
Kok 2015 Taiwanese register Low 456(172,1211)  HR 20+ New
Lee 2015 Taiwanese register  Low —0% 18.57 (13.37, 2579) HR 20to 51 Surgical
Lee 2015 Taiwanese register Low —_—— 1.90 (1.51, 2.37) HR 20to 51 Recall
Wang 2014 Taiwanese register Low —_— 5,62 (3.46, 9.14) HR 20t0 51 Surgical
Mogensen 2016 Danish register  Very low —_— 127 (071, 210) SR <30 All
Mogensen 2016 Danish register  Very low —_—— 144 (1.10, 1.85) SIR 30-39 All
Mogensen 2016 Danish register Very low —— 1.06 (0.83, 1.34) SIR 40-49 All
Mogensen 2016 Danish register Very low —— 227 (161, 3.10) SIR >=50 All

T T
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Figure 23:

Study

Cervical
Brinton 1997
Melin 2006
Melin 2007

CIS of cervix
Melin 2006

Endometrial
Brinton 1997
Melin 2006
Melin 2007
Kok 2015
Yu 2015

Rate of other cancers (subgrouped into the different cancer types) in
women with endometriosis compared to those without endometriosis

Population

Swedish register
Swedish register

Swedish register

Swedish register

Swedish register
Swedish register

Swedish register

Quality

Very low
Low

Low

Moderate

Very low
Low

Low

Taiwanese register Very low

Taiwanese register Low

Mogensen 2016 Danish register

Mogensen 2016 Danish register

Mogensen 2016 Danish register

Mogensen 2016 Danish register

Borderline ovarian tumour

Brinton 2005

Fallopian tube
Melin 2006

Other uterus
Brinton 2005
Brinton 1997
Melin 2006

Danish register

Swedish register

Danish register
Swedish register

Swedish register

Very low
Very low
Very low
Very low

Very low

Very low

Very low

-
<

Very
Very low

(i mfu

ES (95% CIy Estimate Age
0.72(0.40,1.30) SIR 1210 82
064 (047,084) SIR 39.4 (mean)
0.71(053.0984) SIR 39.54 (mean)
089(082,097) SIR 39.4 (mean)
1.09 (060, 1.90) SIR 121082
119(0.96, 1.46) SIR 39.4 (mean)
114(093,1.39) SR 39.54 (mean)
4.05 (120, 13.66) HR 20+
2.83(149,535 HR NR
062(0.17.1.59) SIR <30
1.81(1.26,253) SR 30-39
123(080, 1.80) SIR 40-49
1.75(083,299 SIR >=50
122(069,2.17) RR NR
120(058,221) SR 39.4 (mean)
123(063,238) RR NR
0.59(0.00,3.30) SIR 121082
1.06(053,1.90) SR 39.4

Diagnoses

Al

New

New

New

Al

|
New
New
New
Unclear
All

All
All
All

New

New

New
Al
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Figure 24: Rate of cancers (subgrouped into the different cancer types) in women
with endometriosis compared to those without endometriosis who are

Study
D Population Quality ES (95% CIy Estimate Age Diagnoses
Ovarian
Brinton 2004/5  US Very low —_— 1.26 (0.60, 2.60) RR NR NR
Buis 2013 Netherlands Low > 12.70(2.90,5550) HR NR All
Stewart 2013 Australia registry  Very low — 2.33(1.02,5.35) HR 201040 Al
Borderline ovarian tumour
Buis 2013 Netherlands Low 5.50 (1.50, 20.40) HR NR All
Other uterus
Brinton 2004/5  US Very low _— 0.82 (0.30, 1.80) RR NR NR
T T
1 1 25

.6 Diagnosis — Ultrasound

.64L Pelvic endometriosis

Figure 25: Forest plot of TVUS detection of pelvic endometriosis

Study TP FP FH TN Ultrasound test Sensitivity (95% Cl) Specificity (95% CI)  Sensitivity (95% CI)  Specificity (95% CI)
Eskenazi 2001 21 1 15 &2 TWUS  057[0.39,0.73]  0.98[0.80,1.00] —a— =
Falco 2011 T34 3 16 TYUS  0.96[0.89,098]  0.80([0.56, 0.94] - —a—
Ghezzi 2005 27 5 282 396 TYUS  0.09[0.06 012  099[0087 1.00 = L]
Holland 2010 78 3 &1 59 kissing ovaries sign  0.56[0.47, 0.66]  0.95[0.87, 0.99] - -=
Said 2014 58 11 10 46 tg-TVUS  085[075093 081[eso090] |, . |, = . —@

002040608 10020406081
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Figure 26:

1

Summary ROC plot of TVUS for detection of pelvic endometriosis

0.8

0.8+

0.7+

0.6

=
L
1

Sensitivity

0.4+
0.3+
0.2

0.1

0 S : : '

0.5 0.4
Specificity

Pooled sensitivity and specificity: 62% (18 to 94) and 93% (78 to 99)

0.6 0.3 0.2

.62 Bowel endometriosis

Figure 27: Forest plot of TVUS detection of bowel endometriosis

0.1

Study TP FP FN TN Ultrasound test Sensitivity (95% Cl) Specificity (95% CI)  Sensitivity (95% CI)  Specificity (95% CI)
Ferrera 2011 45 1 B 44 RWC-TVUS  0.88[076,095]  0.98[0.88 1.00] —- -
Piessens 2014 22 4 3 58 TYUS-BP  0.88[0.59,0.87]  0.93[0.84,0.88] —a =
Piketty 2009 B3 2 T 8B TVUS  091[082 088  osF@oesto00] ., o o, W . L, 4
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Figure 28: Summary ROC plot of TVUS for detection of bowel endometriosis

1

TR=R e

08—+ .
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i

Sensitivity
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i

01T s

0 : : : : : : ' ' '
0.9 0.8 0.7 0.6 0.5 0.4 0.3 0.2 0.1 0

Specificity

Pooled sensitivity and specificity: 88% (70 to 97) and 95% (85 to 99)

Figure 29: Forest plot of TRUS detection of bowel endometriosis
Study TP FP FN TH Ultrasound test Sensitivity (95% Cl) Specificity (95% Cl})  Sensitivity (95% CI) Specificity (95% Cl)
Bahr 2006 To1 1 28 TELIS 0.858[0.47,1.00] 0.97 [0.82,1.00] —— —a
Piketty 2009 72 0 3 54 TRLIS 0.96 [0.85, 0.98] ip0@p94, 4000, , L = , [ L W

002040608 1 0020406081

DIE, posterior and anterior DIE

Figure 30: Forest plot of TVUS detection of DIE
Study TP FP FN TH Ultrasound test Sensitivity (95% Cl) Specificity (95% ClI})  Sensitivity (95% CI) Specificity (95% CI)
Grasso 2010 1% 2 4 3 30-TVLIS 0.79[0.594, 0.94] 0.60[0.15, 0.95] —a— . —
Holland 2010 23 T 15 158 TVIJS 0.61 [0.43, 0.76] 0.96 [0.91, 0.98] — -
Scarella2013 33 0 2 22 TVIUS-BP 0.94 [0.81, 0.99] 1o00[088 1000 ., o, . —E .

D02 0406081 0020406081
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Figure 31:

Summary ROC plot of TVUS for detection of DIE

1

d

0.9+

0.8+

0.7

0.6+

Sensitivity

0.4+

0.3

0.2+

0.1+

1] ! ! ! !

0.5 0.4

Specificity

07 0.

Pooled sensitivity and specificity: 78% (37 to 97) and 90% (58 to 99)

0.3

0.2

Figure 32: Forest plot of TVUS for detection of posterior DIE

Study TP FP FN TN Ultrasound test Sensitivity (95% CI) Specificity (95% Cl})  Sensitivity (95% Cl) Specificity (95% CI)
Dessole 2003 14 718 7 TWUS 0.44 [0.26, 0.62] 0.50[0.23, 0.77] —a— —
Falco 2011 29 2 10 a5 TS 0.74[0.58,0.87] 0.96 [0.88, 1.00] —— —a
Guerriero 2007 28 1 3 18 tg-TWUS 0.90 [0.74, 0.38) 0.95[0.74, 1.00] —a —=
Guerriero 2014 65 13 26 98 tg-TWUS 0.71 [0.61, 0.80] 0.88 [0.81, 0.94] — =
Haolland 2010 14 0 17 170 TWUS 0.45[0.27,0.64] 1.00 [0.98, 1.00] — L]
Reid 2014 49 10 8 122 SVG 0.86 [0.74,0.94] 0.92 [0.87, 0.96] —& -
Savelli 2011 a7 0 10 2 TS 0.85 [0.74,0.493] 1.00[016,1.000 - 4 =
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Figure 33: Summary ROC plot of TVUS for detection of posterior DIE
1

0.94/

0.8+

0.7+

=
far!
]

=
L
]

Sensitivity

™

=
=
1

0.3+

0.2+

0.1

0.9 0.8 07 0.6 0.5 0.4 0.3 0.2 0.1 0
Specificity

1] f f f f

Pooled sensitivity and specificity: 73% (55 to 87) and 91% (76 to 98)

Figure 34: Forest plot of TVUS (SVG & 3D-TVUS) for detection of posterior DIE

Study TP FP EN TN Ultrasound test Sensitivity (95% CI) Specificity (95% CI)  Sensitivity (95% CI)  Specificity (95% CI)
Dessole 2003 29 2 3 12 SvG 091075088  0.86[0.57, 0.95] —a —a
Guerriero 2014 79 7 12 104 aD-TWUS  0.87[0.78,083 0894087087 , ., . 2, W -

D02 0406081 0020406081

Figure 35: Forest plot of TVUS for detection of anterior DIE

Study TP FP FN TN Ultrasound test Sensitivity (95% Cl) Specificity (95% Cl)  Sensitivity (95% Cl)  Specificity (95% CI}
Guertiero 2008 6 012 70 ™US 0.33[0.13, 058 1.00[0.95,1.000 | ——8— -

1
0020406081 0020406081
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Rectovaginal endometriosis

Figure 36: Forest plot of TVUS for detection of rectovaginal endometriosis
Study TP FP FN TN Ultrasound test Sensitivity (95% CI) Specificity (95% Cl})  Sensitivity (95% Cl) Specificity (95% CI)
Abrao 2007 38 1 2 62 TVUS-BP 0.959[0.83, 0.99] 0.98 [0.91,1.00] —= -
Bazot 2009 1 1 10 &0 TS 0.09 [0.00,0.41] 0.99[0.93, 1.00] #— -
Falco 2011 3 0 8 85 TS 0.27 [0.06, 0.61] 1.00[0.96,1.00) —®%—— u
Guerriero 2008 34 5 12 3T tg-TWUS 0.74 [0.59, 0.86) 0.88 [0.74, 0.96] —— —a
Hudelist 2011 o0 2120 ™5 0.78[0.40,0.597] 1.00[0.97,1.00] —_— =
Menada 2008 G4 2 5 14 TVUS-BP 0.93 [0.84, 0.98] 0.90 [0.70, 0.99] —= —a
Pascual 2010 17 1 2 18 Introital 3D-US 0.88 [0.67,0.99] 0.95[0.74,1.00] — —=
Reid 2013 2 0 B 9z TVUS 0.25[0.03, 0.65) 1.00[0.96,1.00) — @ ——— =
Reid 2014 2 0 9 178 SWG 0.18[0.02,052] 1.00[0.98 1000 —&—— L]
Scarella 2013 2r 01 24 TVUS-BP 0.96 [0.82,1.00] 1.00[0.88, 1.00] — —t i_.i ——t : : '
0020406081 0020406081

Figure 37:

Summary ROC plot of TVUS for detection of rectovaginal endometriosis
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Pooled sensitivity and specificity: 66% (33 to 90) and 98% (95 to 99)
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Figure 38:

Forest plot of TVUS (RWC-TVUS) for detection of rectovaginal

endometriosis

Study
Menada 2008

Figure 39:

Study
Bazot 2009
Fedele 1998

TP FP FN TN Ultrasound test Sensitivity (95% Cl) Specificity (95% Cl)
67 0

Sensitivity (95% CI)  Specificity (95% C1)
1000800 oy T
0020406081 0020406081

2N RWC-TVLIS 0.97 [0.90,1.00]

Forest plot of TRUS for detection of rectovaginal endometriosis

TP FP FN TN Ultrasound test Sensitivity (95% CI) Specificity (95% CI)  Sensitivity (95% CI)  Specificity (95% CI)
4 9 77 TRUS 018 [0.02, 0.52] 0.95([0.85 0489 —%—— =
4 1 102 TRUS 0.97 [0.85,1.00] 0.96 [0.91, 0.89] — . ",

0020406081 0020406081

Rectosigmoid endometriosis

Figure 40:

Study

Abhrao 2007
Bazot 2005
Bergamini 2010
Falco 2011
Ferrera 2011
Goncalves 2010
Guerriero 2008
Guerriero 2014
Hudelist 2011
Hudelist 2013
Mangler 2013
Feid 2013
Feid 2014
Sawalli 2011

Forest plot of TVUS for detection of rectosigmoid endometriosis

TP FP FN TH Ultrasound test Sensitivity (95% CI) Specificity (95% CI)  Sensitivity (95% Cl)  Specificity (95% CI)
51 0 1 50 TVUS-BP  088[080,100  1.00[0.93,1.00] = -
50 0 4 29 TVUS  0.84[085088  1.00[0.88,1.00] -= —=
48 1 2 3 RWC-TYUS  0.86[087,1.00]  0.90[0.55,1.00] = —a
21 4 70 TVUS  0.84[064,085  0.89[0.921.00] —a -
45 1 3 47 RWC-TYUS 0.4 (083,089  0.93[0.38, 1.00] - -
740 2 113 TVUS-BE  088[081,100  1.00[0.97,1.00] - ]
26 4 13 45 to-TWUS 0BT [0A0,081]  0.92 [0.50, 0.95] —a— —=
7308 4 118 to-TWUS  0.85[0.87,089]  0.93[0.57, 0.97] - -

28 1 3 97 TVUS  0.80[0.74,088  0.89(0.94,1.00] —a- -
20 3 5 90 TVUS  0.85[0.68,085  0.96(0.90,0.99] —a -
10 B 39 23 TVUS  0.20[0.10,0.34]  0.79[0.60,092 —E— —a—

1707 3 73 TVUS  0.85[062,087]  0.91[0.83, 0.96) —— -

38 10 5 136 Svs  0.88[0.75 086  0.93[0.88 0.97] —= -
5 0 5 13 TVUS  091[080,087] 100075100, . o, -~ —=n

0020406081 0020408081

© National Institute for Health and Care Excellence 2017

230



DRAFT FOR CONSULTATION
Forest plots

Figure 41:

endometriosis

Summary ROC plot of TVUS for detection of rectosigmoid
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Pooled sensitivity and specificity: 89% (80 to 95) and 96% (93 to 98)

0.3 0.2

0.1 0

Figure 42:

Forest plots for TVUS (3D-TVUS) for detection of rectosigmoid

endometriosis

Study
Guerriera 2014

TP FP FN TH Ultrasound test Sensitivity (95% Cl) Specificity {(95% CI)
o4 7 1M 30-TvIS 0.81 [0.52, 0.98]

Sensitivity (95% CI)
097082009 |, , , &
D 02040608 1

Specificity {95% CI)

————
0020406081

Figure 43: Forest plots for TRUS for detection of rectosigmoid endometriosis
Study TP FP FN TH Ultrasound test Sensitivity (95% ClI) Specificity (95% Cl)  Sensitivity (95% CI) Specificity (95% CI)
Bazot 2009 ag 27 iF TRUS 0.89[0.78, 0.95] 083077, 0.99] & —=
Bergamini 2010 4% 2 & a TRUS 0.88 [0.76, 0.98] 0.80([0.44,0.497] —= — &
Fedele 1993 9 3 0128 TRUS 1.00 [0.66, 1.00] 0.98[0.93,1.000 —=a 2
Ribeiro 2008 2r 1 1 4 TRUS 1.00[0.87,1.00] 0.90[0.55,1.000 — —IF — ﬁ'—:
0020406081 0020406081
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Figure 44:

endometriosis

Summary ROC plot of TRUS for detection of rectosigmoid
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Pooled sensitivity and specificity: 90% (77 to 98) and 93% (79 to 99)

.66 Uterosacral ligament endometriosis

Figure 45: Forest plot of TVUS for detection of USL involvement by endometriosis

Study TP
Bazot 2009 G5
Falco 2011 26
Guerriero 2008 12
Hudelist 2011 19
Reid 2013 4
Reid 2014 4
Scarella 2013 4

FP
3

1
4
2
4
4
0

FN

TH Ultrasound test Sensitivity (95% Cl) Specificity {95% CI)

18 B T™VUS  07B[0.68, 087 067 (0.30,0.93
9 60 TVUS  0T4[0.57,0.88]  0.88(0.81,1.00]
12 B0 -TYUS  0.50[0.29,0.71] 094 [0.85,0.89]
11 B0 TVUS  0B3[0.44,080]  0.97[0.89,1.00]
6 8B T™VUS  040[012,0.74]  0.96[0.89, 0.99]
B 175 SyG  040[012,0.74]  0.95[0.94,0.89]
1 &0 TVUS-BP  0.86([0.42,1.000  1.00[0.93,1.00]
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Figure 46: Summary ROC plot of TVUS for detection of USL involvement
endometriosis
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Pooled sensitivity and specificity: 63% (45 to 79) and 96% (91 to 98)

Figure 47: Forest plot of TRUS for detection of USL involvement by endometriosis

Study TP FP FN TN Ultrasound test Sensitivity (95% Cl) Specificity (95% Cl)  Sensitivity (95% CI) Specificity {(95% CI)
Bazot 2009 40 5 43 ) TRUS 0.48 [0.37, 0.59] 0.44[014,079] —— — &
Fedele 1993 8 3 217 TRUS 0.80[0.44, 0.87] nespoas o0, |

! J J J }
0020406081 0020406081
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Vaginal wall involvement by endometriosis

Figure 48:
endometriosis

Forest plot of TVUS for detection of vaginal wall involvement by

Study TP FP FN TN Ultrasound test Sensitivity (95% Cl) Specificity (95% Cl)  Sensitivity (95% Cl)  Specificity (95% CI)
Bazot 2009 14 3 16 59 TYUS  0.47[0.28 0.66]  0.95[0.87,0.89] —a— =
Falco 2011 4 0 9 83 TUS  0.31[0.09,0.61]  1.00[0.96 100 —8— -
Guerriers 2008 3 6 3 48 tg-TWS 091 [0.75,0.88]  0.89 [0.77, 0.95] —= —=-
Hudelist 2011 71 4117 TVUS  0.64[0.31,0.89]  0.99[0.85,1.00] —— ]
Fiessens 2014 12 0 3 70 TYUS-BF  0.80([0.52, 095  1.00[0.95,1.00] —a— -
Reid 2014 21 8177 SvG  018[0.02,052 098087100 ——— . L

D02 0406081

D02 040608

Figure 49: Summary ROC plot of TVUS for detection of vaginal wall involvement of

endometriosis
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Pooled sensitivity and specificity: 57% (26 to 84) and 98% (94 to 100)
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Figure 50: Forest plot of TRUS for detection of vaginal wall involvement by
endometriosis

Study TP FP FN TN Ultrasound test Sensitivity (95% Cl) Specificity (95% Cl})  Sensitivity (95% CI) Specificity {95% CI)
Bazot 2009 2 0 28 &2 TRUS 0.07 [0.01,0.22] 1.00[0.94,1.00) =— -
Fedele 1893 16 0 0 124 TRUS 1.00[0.79,1.00] 1o00@o8r 1000 ., o, 2, — IF

1 1 1 1 1 1
0020406081 00720406081

Pouch of Douglas endometriosis

Figure 51: Forest plot of TVUS for detection of POD obliteration by endometriosis

Study TP FP FN TN Ultrasoundtest Sensitivity (95% CI) Specificity (95% CI)  Sensitivity (95% Cl}  Specificity (95% CI)
Holland 2010 18 5 7171 TYUS  072(0.51,0.88  0.97[0.930.99] —a— u
Hucelist2011 16 0 5 108 TVUS  0T6(0.53,092]  1.00(0.87,1.00] —a— -
Leon 2014 24 2 3 27 SVGTVUSBP  0.89(0.71,0.98]  0.82(0.730.99) —a- —a
Piessens 2014 30 & 4 45 TVUS-BP  088(0.73,097]  0.80(0.79,0.97] —a- —=
Reid 2013 25 2 5 BB TVUS 083065094  0.97(0.80,1.00] —a— -
Reid 2014 1 3 8 139 TVUS 083069092 083094100 |, 0 —m e

I J } J J
0020406081 0020406081
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Figure 52: Summary ROC plot of TVUS for detection of POD obliteration by
endometriosis
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Pooled sensitivity and specificity: 83% (71 to 91) and 97% (93 to 99)

.69 Bladder endometriosis
Figure 53: Forest plot of TVUS for detection of bladder endometriosis
Study TP FP FN TN Ultrasound test Sensitivity (95% Cl) Specificity (95% Cl)  Sensitivity (95% Cl) Specificity (95% CI)
Grasso 2010 30 9 14 3D-TVUS 0.25[0.05, 0.57) 1.00[0.77,1.00) — @ —— —a
Glerriero 2003 4 0 0 84 to-TwlS 1.00[0.40,1.00] 1.00 [0.96, 1.00] ———= -
Hudelist 2011 1T 0 3 125 TWUIS 0.25[0.01,0.81] 1.00[0.97,1.00) —@#— u
Leon 2014 1 0 4 50 SVG+TYLUS-BP 0.20[0.01,0.72] 1.00[0.931.000 — & -
Fiessens 2014 B 012 &7 TWlIS-BF 0.33[0.13,0.59] 1.00[0.94,1.00] } :—':—: — — ‘IF
0020406081 0020406081
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Figure 54:
1@

Summary ROC plot of TVUS for detection of bladder endometriosis
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Pooled sensitivity and specificity: 35% (13 to 63) and 98% (96 to 100)

[.6.10 Ovarian endometriosis

Figure 55:

Study
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Figure 56: Summary ROC plot of ultrasound for detection of ovarian endometriosis
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Pooled sensitivity and specificity: 90% (83 to 96) and 96% (93 to 98)

Figure 57: Forest plot of TRUS for detection of ovarian endometriosis

Study TP FP EN TN Ultrasound test Sensitivity (95% Cl) Specificity (95% Cl)  Sensitivity (95% CI)  Specificity (95% CI)
Bazot2008 32 13 4 43 TVUS  0.89[0.74,0.97] 0.77 [0.64, 0.67] — —u
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Diagnosis — Biomarkers: CA-125

Serum CA-125 compared to surgery — sensitivity / specificity forest plot and

ROC plot

Figure 58:

Study
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Forest plot of serum CA-125 detection of endometriosis
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Figure 59:

1

Summary ROC plot of serum CA-125 for detection of endometriosis
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Pooled sensitivity and specificity: 38% (30 to 47) and 92% (89 to 94)
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Study
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Forest plot of serum CA-125 detection of endometrioma
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Diagnosis — Biomarkers: Nerve fibre marker Protein Gene

Product 9.5 (PGP 9.5)

Forest plot of PGP 9.5 detection of endometriosis
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Summary ROC plot of PGP 9.5 detection of endometriosis
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Pooled sensitivity and specificity: 88% (69 to 98) and 81% (69 to 91)
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Diagnosis — MR

Pelvic endometriosis

Figure 63: Forest plot of MRI detection of pelvic endometriosis
Study TP FP FN TH Type of MRl Sensitivity (95% Cl) Specificity (95% Cl)  Sensitivity (95% Cl) Specificity (95% Cl)
Attive 1989 16 2 9 3 Caomventianal {T1-/T2-wh 0.64 [0.43,0.82] 0.60 [0.14, 0.95] —a— . —
Ascher 1895 16 4 46 & Comventional (T1-T2-w) 0.76 [0.53, 0.92] 0.60 [0.26, 0.88] — & I —
Ha 1994 149 0 14 2 Comventional {T1-/T2-w) 0.52[0.33,0.71] 1.00[0.16, 1.00] — — =
Manganaro 2012a #0114 307 0.97 [0.84, 1.00] 1.00[0.77, 1.00] —a —a
Okada 1995 57 3 8 6 T1-w + fat-supressed 0.88[0.77, 0.99] 0.67 [0.30,0.93] —& —
Strattan 2003 28 1 14 3 T1-M2-w + fat-supressed/Gd 0.67 [0.50, 0.80] 0.75[0.19, 0.99] —a— — &
Sugimura 1993 19 2 7 B Caomventianal {T1-/T2-wh 0.73[0.52, 0.88] 0.67 [0.30, 0.93] —a— —
Thomeer 2014 o o0 7 3 30T 0.81 [0.65, 0.92] 1.00[0.29, 1.00] — ; i_.F_ | — ﬁ
0020406081 0020406081
Figure 64: Summary ROC plot of MRI for detection of pelvic endometriosis
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Pooled sensitivity and specificity: 77% (62 to 88) and 72% (53 to 87)
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Figure 65: Forest plot of MRI detection of pelvic endometriosis (fat-suppressed

MRI)
Study TP FP FN TH Type of MR Sensitivity {95% CI) Specificity (95% ClI)  Sensitivity (95% Cl)  Specificity (95% CI)
Ascher1895 18 & 3 & T1-TZw+fabsupressed  0.86(0.64,087]  0.50[0.19, 0.81] —a —
Ha 1994 22 0 7 2 Fatsupressed  0.76[0.56,080]  100[016,100) __ ——®@— = ———————#®

D 02040608 10020406081

Figure 66: Forest plot of MRI detection of pelvic endometriosis (fat-suppressed/Gd

MRI)
Study TP FP FN TH Type of MRl Sensitivity (95% CI) Specificity (95% Cl}  Sensitivity (95% Cl}  Specificity (95% CI)
Ascher1898 17 & 4 8 Ti-T2-w + fatsupressediGd 0.81[0.58, 0.95] os0[0i9,081] o, r—— Sr—

D02 040608 10020406081

DIE, posterior and anterior DIE

Figure 67: Forest plot of MRI for detection of DIE

Study TP FP FN TN Type of MRI Sensitivity (95% CI) Specificity (95% CI) Sensitivity (95% CI) Specificity (95% CI)
Bazot 2009 87 2 3 0 T1-/T2-w + fat-supressed/Gd 0.97 [0.91, 0.99] 0.00 [0.00, 0.84] -
Grasso 2010 25 1 1 6 T1-/T2-w +fat-supressed/Gd 0.96 [0.80, 1.00] 0.86 [0.42, 1.00] —= - &
Hottat 2009 26 o} 1 14 3.0T 0.96 [0.81, 1.00] 1.00 [0.77, 1.00] —= —a
Manganaro 2012a 22 o 1 23 3.0T 0.96 [0.78, 1.00] 1.00 [0.85, 1.00]

0 020406 08 1 0 02040608 1
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Figure 68: Summary ROC plot of MRI for detection of DIE
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Pooled sensitivity and specificity: 96% (90 to 99) and 86% (54 to 98)
Figure 69: Forest plot of MRI for detection of posterior DIE (2D and fat-suppressed
MRI)
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Study
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Figure 71:

Study
Hottat 2009

Forest plot of MRI for detection of anterior endometriosis
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Rectovaginal endometriosis

Figure 72: Forest plot of MRI for detection of RVS endometriosis
Study TP FP FN TN Type of MRI Sensitivity (95% ClI} Specificity (95% CI} Sensitivity (95% CI}  Specificity (95% CI)
Abrao 2007 3120 10 43 T1-T2-w +fat-supre ssed/Gd 0.76 [0.60,0.88] 065 [0.55,079] — —
Bazot 2009 6 1 5 80 T1-/T2-w +fat-supressed/Gd 0.55 [0.23,0.83] 0.59[0.93,1.00] B — b
Chamie 2008 59 2 7 24 T1-T2w +fat-supressed/Gd 08979086  082@7s5099), , o 0, oW
0020406081 0020406081
Figure 73: Summary ROC plot of MRI for detection of RVS endometriosis
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Pooled sensitivity and specificity: 75% (35 to 95) and 88% (43 to 99)
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Rectosigmoid endometriosis

Figure 74: Forest plot for MRI for detection of rectosigmoid endometriosis
Study TP FP FN TH Type of MRl Sensitivity (95% CI) Specificity (95% Cl} Sensitivity (95% CI}  Specificity (95% CI)
Abrao 2007 45 1 9 49 T1-T2-w + fat-supressed Gd 0.83[0.71,092] 0.98 [0.849,1.00] — —a
Bazat 2009 88 2 8 77 T1-T2-w + fat-supressed Gd 0.87 [0.77,0.94] 0.97 [0.91,1.00] —& -
Bazat 2013 11 o 210 2D FSE T2-w 0.85[0.55, 0.98] 1.00[0.69, 1.00] — & — a
Biscaldi 2014 17 3 2 81 Jelly method {T1-T2-w + fat-supressed) 0.99 [0.96, 1.00] 0.96 [0.90, 0.949] a -
Chamie 2009 43 03 7 3§ T1-T2-w + fat-supressed Gd 0.86[0.73,0.94] 0.93[0.81, 0,949 — —=
Hottat 2009 13 1 o 27 307 1.00[0.74,1.00] 0.96 [0.82,1.00] | ' ' ' I_.! | ' ' ' ,—lg
0o02o40608 1 0020406081
Figure 75: Summary ROC plot of MRI for detection of rectosigmoid endometriosis
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Pooled sensitivity and specificity: 91% (79 to 97) and 96% (92 to 99)

Figure 76:

Forest plots for MRI for detection of rectosigmoid endometriosis (3D

MRI)
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Uterosacral ligament endometriosis

Figure 77: Forest plot of MRI for detection of USL involvement by endometriosis
Study TP FP FN TN Type of MRl Sensitivity (95% Cl) Specificity (95% Cl)  Sensitivity (95% CI) Specificity (95% CI)
Bazot 2009 70 1 13 9 T1-T2-w + fat-supressediGd 0.84[0.75,0.91] 0.90[0.55, 1.00] = —
Bazot 2013 15 4 2 2 2D FSE T2-w 0.88 [0.64, 0.99] 0.33[0.04,0.78] — —8—
Hottat 2009 18 2 4 17 307 0.82[0.60, 0.95] 0.89 [0.67, 0.99] — —
Manganaro 2012a 18 2 1 21 307 0.95[0.74,1.00] 0.91 [0.72,0.99) —& —
Manganaro 2013 18 2 1 21 307 0.95[0.74,1.00] 091072099 . o= -
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Summary ROC plot of MRI for detection of UCL involvement
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Pooled sensitivity and specificity: 88% (77 to 96) and 84% (62 to 96)
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Figure 79: Forest plot of MRI for detection of USL involvement by endometriosis
(3D MRI)
Study TP FP FN TN Type of MRl Sensitivity (95% Cl) Specificity (95% Cl)  Sensitivity (95% CI) Specificity (95% CI)
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Vaginal wall involvement by endometriosis

Figure 80:
endometriosis

Forest plot of MRI for detection of vaginal wall involvement by

Study TP FP FN TN Type of MRI Sensitivity (95% ClI} Specificity (95% CI} Sensitivity (95% CI}  Specificity (95% CI)
Bazot 2009 249 B 53 T1-/T2-w +fat-supressed/Gd 0.80 [P E1,0.82] 085[0.74,093] — —&
Bazot 2013 31 297 20 FSE T2-w 0.60[D.15,0.85] 024 [0.73,1.00] - & — =
Charnie 2009 g8 0 3 81 T1-/T2w +fat-supressed/Gd 0.73[0.39,0.54] 1.00[0.95,1.00] — L
Hottat 2009 9 1 229 30T  082p48,088) osY[(OE3N0O), ,  ——@— , , , ,—®
0020406081 0020406081
Figure 81: Summary ROC plot of MRI for detection of vaginal wall involvement of
endometriosis
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Pooled sensitivity and specificity: 75% (50 to 92) and 94% (83 to 99)
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Figure 82: Forest plot of MRI for detection of vaginal wall involvement by
endometriosis (3D MRI)
Sensitivity (95% CI)

Study TP FP FN TN Type of MRl Sensitivity (95% Cl) Specificity (95% CI) Specificity (95% CI)
} J } J

Bazot 2013 4 0 1 18 30-MRI 0.801[0.28, 0.89] ioo@et 100 —— e, L I_IF
0020406081 0020406081

Pouch of Douglas endometriosis

Figure 83: Forest plot of MRI for detection of POD obliteration by endometriosis
Study TP FP FN TN Type of MRl Sensitivity (95% Cl} Specificity (95% Cl}  Sensitivity (95% Cl)  Specificity (95% Cl)
Bazot 2013 0 0 4 4§ 2D FSE Tdw 0.71[0.42, 0.92] 1.00 [0.66, 1.00] - & — a
Hottat 20049 20 0 1 20 307 0.95 [0.76, 1.00] 1.00[0.83,1.000 — = —a
M anganaro 2012k 14 1 1 3 307 0.93 [0.68, 1.00] 0.75[0.159, 0.99 = =
Takeuchi 2005 20 2 2 7 Jely method {T1-T24w + fat-supressed) 0.91 [0.71, 0.99] 0.78[0.40, 0.97 —= —
Thomeer 2014 100 0 30 30T 1.00[0.68, 1.00] 1oopesto0) . L ——W . . . L W

0020406081 0020406081
Figure 84: Summary ROC plot of MRI for detection of POD obliteration by
endometriosis
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Pooled sensitivity and specificity: 89% (75 to 97) and 91% (76 to 98)
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Figure 85:
(3D MRI)

Study TP
Bazot2013 10 0 4 9

Ureteral endometriosis

FP FN TN Type of MRl Sensitivity (95% Cl}) Specificity (95% CI}
30-MRI

0.71[0.42, 0.83]

Sensitivity (95% CI)
1.00[066,1.000 |

Forest plot of MRI for detection of POD obliteration by endometriosis

Specificity (95% Cl)
—n

JEEE E—

D02 0406081 0020406081

Figure 10: Forest plots of MRI for detection of ureteral endometriosis

Study TP FP FN TN

Chamie 2009 4 o

Bladder endometriosis

Figure 86:

Study TP FP FN TN
Charrie 2009 3

Ovarian endometriosis

4 84 T1-/T2-w + fat-supressed/Gd

Type of MRI Sensitivity (95% CI) Specificity (95% CI) Sensitivity (95% CI)

0.50 [0.16, 0.84]

Type of MRI Sensitivity (95% Cl} Specificity (95% Cl} Sensitivity (35% CI)
0 10 79 T1-T2-w+ fat-supressed/Gd

0.23 [0.05, 0.54]

Specificity (95% CI)

1.00 [0.96, 1.00] | _'_: -

1.00[0.95,1.00] |

O 0.2 04 06 08 1 0 020406 08 1

Forest plot of MRI for detection of bladder endometriosis

Specificity (95% CI)
i —— \ n

002040608 10020406081

Figure 87: Forest plot of MRI for detection of ovarian endometriosis
Study TP FP FN TH Type of MRI Sensitivity (95% CI) Specificity (95% CI)
Bazot 2009 337 349 T1-M2-w + fat-supressed/Gd 0.92[0.78, 0.98] 0.88 [0.76, 0.95]
Hottat 2009 01 1 18 307 0.94[0.78, 1.00] 0.95 [0.75, 1.00]
Manganaro 2012a 1M 1 0 26 307 1.00([0.82,1.00] 0.96 [0.81, 1.00]
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Figure 88:

1 Pl

Summary ROC plot of MRI for detection of ovarian endometriosis
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Pooled sensitivity and specificity: 93% (78 to 99) and 92% (73 to 99)

.14 Diagnosis — Surgical diagnosis with or without histological

4 confirmation

5 Not applicable

.12 Staging Systems

7 No evidence found
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Pharmacological management — Analgesics

Non-steroidal anti-inflammatory drugs (NSAIDs) versus placebo

Figure 89: NSAIDs vs PLACEBO in women with endometriosis for overall pain
relief (measured with 3 point scale questionnaire)

Naproxen Placebo

Study or Subgroup Events Total Events Total Weight

Risk Ratio
M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

Kauppila 1985 10 11 5 8 100.0% 1.45 [0.82, 2.57]
Total (95% CI) 11 8 100.0% 1.45[0.82, 2.57]
Total events 10 5
! 1 1 ]
Heterogeneity: Not applicable ! T ' J !
p g y" £ F-lp _ _ 0.01 0.1 1 10 100
Test for overall effect: Z = 1.29 (P = 0.20) Favours Placebo Favours Naproxen
Figure 90: NSAIDs vs PLACEBO in women with endometriosis for unintended
effects
Naproxen Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Kauppila 1985 4 11 7 9 100.0% 0.47 [0.20, 1.10]
Total (95% CI) 11 9 100.0% 0.47 [0.20, 1.10] ’
Total events 4 7
! 1 1 ]
Heterogeneity: Not applicable ! T ' !
9 Y PP 0.01 0.1 1 10 100

Test for overall effect: Z = 1.74 (P = 0.08)

Favours Naproxen

Favours Placebo

Figure 91: NSAIDs vs PLACEBO in women with endometriosis for supplementary
analgesia (additional medication needed)

Naproxen Placebo

Study or Subgroup Events Total Events Total Weight

Risk Ratio
M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

Kauppila 1985 1 11 2 8 100.0%
Total (95% CI) 11 8 100.0%
Total events 1 2

Heterogeneity: Not applicable
Test for overall effect: Z = 0.89 (P = 0.37)

0.36 [0.04, 3.35]

0.36 [0.04, 3.35]
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Pharmacological management — Neuromodulators

Neuromodulator (pertubation of local anaesthetic) vs. placebo

Figure 92: Pain score as measured as a rate of participants improving (250% on a
Visual Analogue Score)

Lignocaine

Study or Subgroup Events Total

Placebo

Events Total

Risk Ratio

Weight M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

1.1.1 At 3 months

Wickstrom 2012 9 24
Subtotal (95% CI) 24
Total events 9

Heterogeneity: Not applicable
Test for overall effect: Z = 1.90 (P = 0.06)

1.1.2 At 6 months

Wickstrom 2012 4 24
Subtotal (95% CI) 24
Total events 4

Heterogeneity: Not applicable
Test for overall effect: Z = 1.02 (P = 0.31)

1.1.3 At 9 months

Wickstrom 2012 2 24
Subtotal (95% CI) 24
Total events 2

Heterogeneity: Not applicable
Test for overall effect: Z = 0.88 (P = 0.38)

1.1.4 At 12 months

Wickstrom 2012 4 24
Subtotal (95% CI) 24
Total events 4

Heterogeneity: Not applicable
Test for overall effect: Z = 1.32 (P = 0.19)

1 18
18

1

1 18
18

1

(o] 18
18

o

(o] 18
18

(o]

100.0% 6.75 [0.94, 48.57]
100.0% 6.75[0.94, 48.57]

100.0% 3.00 [0.37, 24.61]
100.0% 3.00 [0.37, 24.61]

100.0% 3.80 [0.19, 74.60]
100.0% 3.80[0.19, 74.60]

100.0% 6.84 [0.39, 119.46]
100.0% 6.84 [0.39, 119.46]

<

e

e

el

T
0.002

T
0.1 1
Favours Placebo

Figure 93: Pain as measured on a continuous VAS scale

Favours Lignocaine

10

500

Bupivacaine Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.4.1 At 1 month
Shokeir 2015 6.1 1.6068 30 7.4 1.8746 30 100.0% -1.30[-2.18, -0.42]
Subtotal (95% CI) 30 30 100.0% -1.30 [-2.18, -0.42]
Heterogeneity: Not applicable
Test for overall effect: Z = 2.88 (P = 0.004)
1.4.2 At 2 months
Shokeir 2015 5.6 2.1424 30 7.5 1.8746 30 100.0% -1.90 [-2.92, -0.88] ’
Subtotal (95% CI) 30 30 100.0% -1.90 [-2.92, -0.88]
Heterogeneity: Not applicable
Test for overall effect: Z = 3.66 (P = 0.0003)
1.4.3 At 3 months
Shokeir 2015 5.4 1.339 30 7.7 2.9459 30 100.0% -2.30 [-3.46, -1.14] ’
Subtotal (95% CI) 30 30 100.0% -2.30 [-3.46, -1.14]

Heterogeneity: Not applicable
Test for overall effect: Z = 3.89 (P < 0.0001)
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Figure 94:

Bupivacaine Placebo

Risk Ratio

Rate of women satisfied with treatment at 3 months

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Shokeir 2015 22 30 2 30 100.0% 11.00 [2.83, 42.70]

Total (95% CI) 30 30 100.0% 11.00 [2.83, 42.70]

Total events 22 2

Heterogeneity: Not applicable
Test for overall effect: Z = 3.47 (P = 0.0005)

Recurrence at 12 months

Lidocaine

Figure 95:

Placebo

Study or Subgroup Events Total Events Total Weight

T
0.002

Risk Ratio
M-H, Fixed, 95% CI

-

T T
0.1 1 500

Favours Placebo Favours Bupivacaine

Risk Ratio
M-H, Fixed, 95% CI

Wickstrom 2013 2 24 o 18 100.0%
Total (95% CI) 24 18 100.0%
Total events 2 (]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.88 (P = 0.38)

3.80 [0.19, 74.60]

3.80 [0.19, 74.60]

e —

0.01

T
0.1 1 10 100

Favours Lidocaine

Favours Placebo

Figure 96: Rate of women with escalating pain and need for other therapies at 12
months
Lidocaine Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Wickstrom 2013 1 24 3 18 100.0% 0.25 [0.03, 2.21]
Total (95% CI) 24 18 100.0% 0.25 [0.03, 2.21] ’—-
Total events 1 3

Heterogeneity: Not applicable T
9 Y PP 0.01 0.1 1 10

100
Test for overall effect: Z = 1.25 (P = 0.21) Favours Lidocaine Favours Placebo
Pharmacological management — Hormonal medical
freatments
Comparison 1: GnRH agonists versus no treatment
Figure 97: Outcome: Dysmenorrhoea relief at 12 months (VAS)
GnRH agonist  No treatment Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Ci M-H, Fixed, 95% CI
Fadeale 1993 11 19 3 16 100.0% 3.09[1.04,9.18
Total (95% Cl) 19 16 100.0%  3.09[1.04,9.18) R el
Total events 11 3
Heterogeneity. Not applicable 0.01 01 10 100

Testfor overall effect Z= 2.03 (P =0.04)

Favours placebo

Favours GnRHa

Scale: 0 (no pain), 1 to 4 (mild), 5 to 7 (moderate), 8 to 10 (severe)
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Comparison 2: GnRH agonists versus placebo

Figure 98: Outcome: Mean dysmenorrhoea at 12 weeks (VAS)
Mean Difference Mean Difference
Study or Subgroup  Mean Difference  SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Ling 1999 -6.3 1.85 -6.30[-9.83,-2.67] —t
-20 -10 0 10 20
FavoursGnRHa Favours placebo
Scale: 11 point VAS
Figure 99: Outcome: Mean pelvic pain at 12 weeks (VAS)
Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Ling 1992 -44 129 -4.40 [-6.93,-1.87] —
-0 -5 0 5 10
FavoursGnRHa Favours placebo
Scale: 11 point VAS
Figure 100: Outcome: Mean deep dyspareunia at 12 weeks (VAS)
Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Weight IV, Fixed, 95% Ci IV, Fixed, 95% CI
Ling 1999 -31 0895 -3.10 [-4.85,-1.35) —
40 5 0 5§ 10
FavoursGnRHa Favours placebo
Scale: 11 point VAS
Figure 101: Outcome: Dyspareunia cessation at 6 months
GnRHa agonist Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Berggvist 1998 10 23 9 23 1000%  1.11[0.6R, 2.22]
Total (95% CI) 23 23 100.0% 1.11 [0.56, 2.22]
Total events 10 9
Heterageneity: Mot applicable b0 o 1 H Ton

Test for overall effect Z= 030 (P = 0.76)

Scale: 10 point VAS

Figure 102:

GnRHa agonist

Placebo

Risk Ratio

Favours placebo Favours GnRH agonist

Outcome: Pelvic tenderness cessation at 6 months

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Bergouist 1993 16 23 4 23 100.0% 4.00[1.48 10.149]
Total (95% Cl) 23 23 100.0% 4.00 [1.58,10.15] e
Total events 16 4
. . I | Il |
Heterageneity: Mot applicahle 'D.D1 0!1 1'D 1DD'

Test for overall effect Z2=2.92 (F=0.004)

Favours placebo Favours GnRH agonist

2 Scale: 10 point VAS
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Comparison 3: Combined oral contraceptive pill versus placebo

Figure 103: Outcome: Dysmenorrhoea (VAS)

oCP Placabo Mian Difference Maan Difference
Study or Subgroup  Mean 5D Total Mean 5D Total Webght IV, Ficed, 95% CI IV, Fixed, 95% Cl
Harada 2008 =311 158 43 -6 173 47 1000% -21.50[F2B.14,-14.86] ‘.‘
Tolal (95% CI) 45 47 100.0% -21.50 [-28.14, -14.86] -
Heteroganaity: Mol applicable 4 ¥ ¥ ¥
Teest for overall @ffect Z=6.35 (P < 0.00001) o0 Faz',ﬁ.;.urs ocPuFa\-nurs plza.ﬁcehu W

Scale: VAS assumed scale 0 to 100

Figure 104: Outcome: Non-menstrual pelvic pain score (VAS)

oce Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Harada 2008 -84 187 49 18 198 47 1000% -660F14.27,1.07)
Total (95% CI) 49 47 100.0% -6.60[.14.27,1.07)
Heterogeneity. Not applicable i 4 + {
-100 -50 0 0 1
Testfor overall effect Z=1 69 (P=009) Favours OCP Favours plsaceco 00

Scale: VAS assumed scale 0 to 100

Figure 105: Outcome: Induration

ocp Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Harada 2008 1 49 19 47 100.0% 0.56 [0.30, 1.04)
Total (95% CI) 49 47 100.0%  0.56 [0.30, 1.04] -
Total events 1 19
Heterogeneity. Not applicable [ n + + {
Testfor overall effect Z=184 (P=007) . F%lours OCP Favours plia?:ebo 100

Based on physician examination

1.1531 Comparison 4: GnRH agonists versus danazol

Figure 106: Outcome: pelvic tenderness

Experimental Danazol Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total IV, Fixed, 95% CI 1V, Fixed, 95% CI

1.1.1 at 3 months

Cheng 2005 -0.9 1 22 -0.7 09 19 -0.20[-0.78,0.38] -t

1.1.2 at 6 months

Cheng 2005 -0.9 1 22 -0.7 08 19 -0.20[-0.75, 0.35] —i
| | | |
T T T T
4 2 0 2 4

Favours GnRHa Favours Danazol

Total symptom severity score (TSSS), scale not defined
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Figure 107: Outcome: pelvic induration

Experimental Danazol Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total IV, Fixed, 95% CI 1V, Fixed, 95% CI

1.3.1 at 3 months

Cheng 2005 -05 09 22 -04 07 19 -0.10[-0.59, 0.39] —A

1.3.2 at 6 months

Cheng 2005 -05 0.8 22 -0.7 08 19 0.20[-0.29, 0.69] L
] ] ] ]
T T T T
-4 -2 0 2 4

Favours GnRa Favours Danazol

Total symptom severity score (TSSS), scale not defined

Figure 108: Outcome: patients requiring surgery because of reappearance of
symptoms and positive findings at pelvic examination at 6 months

GnRHas Danazol Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Fedele 1989 4 11 5 14 1.02[0.36, 2.91]
f f f i
0.05 0.2 1 5 20

Favours Danazol Favours GnRHa

Comparison 5: GnRH agonists versus levonorgestrel-releasing intrauterine
system

Figure 109: Outcome: Psychological well-being at 6 months

GnRHas levonorgestrel Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total IV, Fixed, 95% ClI IV, Fixed, 95% CI
Petta 2005 7.2 14.28 37 84 1423 35 -1.20[-7.79, 5.39] 1
f f f f
-20 -10 0 10 20

Favours GnRHa Favours Levonorgestrel

Psychological Well-Being Index Questionnaire which consisted of 22 self-administered items, rated on a 6-point
scale
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1.156 Comparison 6: GnRH agonists versus DMPA-SC

Figure 110: Outcome: effect on daily activities - mean hours of productivity lost at
employment and housework from baseline to follow-up

GnRHa DMPA-SC Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total IV, Fixed, 95% CI IV, Fixed, 95% CI

4.1.1 Total hours of productivity lost at employment at 6 months

Schlaff 2006 -14.42 27 102 -20.57 30.93 88 6.15[-2.17,14.47] T

4.1.2 Total hours of productivity lost at employment at 18 months

Schlaff 2006 -18.74 27 102 -25.12 30.93 88 6.38[-1.94, 14.70] T

4.1.3 Total hours of productivity lost at housework at 6 months

Schlaff 2006 -17.05 239 44 -9.7 18.68 37 -7.35[-16.63, 1.93] =

4.1.4 Total hours of productivity lost at housework at 18 months

Schlaff 2006 -17.96 23.91 44 -14.32 18.68 37 -3.64[-12.92, 5.64] =

-50 -25 0 25 50
Favours DMPA-SC Favours GnRHa

Scale: mean number of work and housework hours lost

.15 Comparison 7: GnRH agonist 1 + placebo versus GnRH agonist 2 + placebo

Figure 111: Outcome: pain at 6 months after the treatment period

GnRHa (nafarelin IN}  GnRHa (LA depot IM) Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.1.2 Pelvic tenderness
Agarwal 1987 53 49 58 93 0.86 [0.67,1.09] —t—
1.1.3 Pelvic induration
Agarwal 1987 73 49 74 31 0.81[0.78,1.08] —t
0s 07 15 1

GnRHa (nafarelin IN) GnRHa (LA depaot IM)

1.158 Comparison 9: GnRH agonist + placebo versus Danazol + placebo

Figure 112: Outcome: pain at 6 months after the treatment period

GnRHa Danazol Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total IV, Fixed, 95% Cl IV, Fixed, 95% Cl
3.1.5 Pelvic tenderness
Fraser 1991 01 057 33 02 04 16 -010[F0.38,018] —
3.1.6 Pelvic induration
Fraser 1931 0.1 047 33 01 0.4 16 0.00[F0.28, 0.248]  —
f f }
-2 -1 a 1

GnRHa (nafarelin) Danazol

Measured with: 4-point numerical scale: 0=none; 1=mild; 2=moderate; 3=severe.
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Figure 113:

Outcome: pain at 12 months after the treatment period
GnRHa (nafarelin)

Risk Ratio
M-H, Fixed, 95% Cl

Danazol Risk Ratio

Study or Subgroup Events Total Events Total M-H, Fixed, 95% Cl
4.1.1 Pelvic tenderness
MEET 19482 a0 f5 23 il 1.04 [0.81,1.33] ——
4.1.2 Pelvic induration
MEET 19482 58 f5 27 il 1.04 [0.89,1.22] —t—
0.5 07 15 2
GnRHa (nafarelin) Danazol
Figure 114: Outcome: pain at 6 months after the treatment period
GnRH Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Yheeler 1992 93 128 95 125 0.96[0.83,1.11] —H—
05 07 15 2

GnRHa (leuprolide IM) Danazol

.15 Comparison 10: Depot medroxyprogesterone acetate versus cOCP + danazol

Figure 115:

Outcome: pain at 6 months during the treatment period

Depot medroxyprogesterone acetate

cCOP + danazol Mean Difference Mean Difference

Study or Subgroup Mean 5D Total Mean 5D Total IV, Fixed, 95% Cl I/, Fixed, 95% CI

1.1.1 Dysmenorrhea

Vercellini 1996 -6.5 1.02 36 -4.66 059 32 -1.84 [2.23,-1.49] —

1.1.2 Dyspareunia

Vercellini 1996 -3.3 1.74 31 -3 1.7 28 -0.30[1.18, 0.598) [—— —

1.1.3 Hon menstrual pain

Wercellini 1996 -3 1.58 3B -36 135 32 060[-0.08,1.29)] Tt
t t f +
4 -2 2 4

Depot medroxyprogesterone acetate cCOP + danazol

Scale: a 10 cm VAS where 0 = absence of pain, >0-5 = mild pain, >5-8 = moderate pain, >8-10 = unbearable

pain
Figure 116: Outcome: pain at the end of the treatment period (at 12 months)
Depot medroxyprogesterone acetate cCOP + danazol Mean Difference Mean Difference

Study or Subgroup Mean sD Total Mean SD Total IV, Fixed, 95% CI IV, Fixed, 95% CI

1.2.1 Dysmenorrhea

Vercellini 1996 -i3 1.4 36 -6 0.481 32 -1.30 [1.79,-0.81] —

1.2.2 Dyspareunia

Vercellini 1996 -4 22 o -3F 213 28 -0.30[1.41,0.81] I E—

1.2.3 Non menstrual pain

Vercellini 1996 -3.6 1.5 36 -4 1.63 32 0.40[-0.351.1%9) B I

3 5 : ]

Depot medroxyprogesterone acetate cCOP + danazol

Scale: a 10 cm VAS where 0 = absence of pain, >0-5 = mild pain, >5-8 = moderate pain, >8-10 = unbearable

pain

Figure 117:

Outcome: patient satisfaction with treatment at the end of the treatment
period (at 12 months)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
wercellin 1996 iz} 40 23 40 1.26[0.91,1.74] I s —

0.2 05 2 '
Depot medroxyprogesterone acetate cCOP + danazol
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Very satisfied/satisfied with treatment

[.15.10 Comparison 11: GnRH agonist + E/P pill versus E/P pill

Figure 118: Outcome: pain at 8 months during the treatment period

GnRHa + E/P pill E/P pill Mean Difference Mean Difference
Study or Subgroup ~ Mean SD Total Mean SD Total IV, Fixed, 95% CI 1V, Fixed, 95% CI
2.1.1 Dysmenorrhea
Parazzini 2000 -1.4 1.8 55 05 15 46 -1.90 [-2.54, -1.26] —

2.1.2 Non menstrual pain
Parazzini 2000 -2.2 1.6 55 0.3 0.9 46 -2.50[-3.00, -2.00] i

-4 -2 0 2 4
GnRHa + E/P pill  E/P pill

Scale: a 10-point VAS where 0 = the absence of pain, 10 = unbearable pain

Figure 119: Outcome: pain at the end of the treatment period (at 12 months)

GnRHa + E/P pill E/P pill Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total IV, Fixed, 95% CI 1V, Fixed, 95% CI
2.2.1 Dysmenorrhea
Parazzini 2000 17 17 49 1 15 46 -2.70[-3.34, -2.06] —t

2.2.2 Non menstrual pain

Parazzini 2000 -0.2 1.4 49 -1 0.9 46 0.80[0.33,1.27] 1

1 1 1

T T T

-4 -2 0 2 4
GnRHa + E/P pill  E/P pill

Scale: a 10-point VAS where 0 = the absence of pain, 10 = unbearable pain

[.15.21 Comparison 12: GnRH agonist versus cOCP

Figure 120: Outcome: pain at the end of the treatment period (at 6 months)

Goserelin cCOP Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total IV, Fixed, 95% Cl IV, Fixed, 95% CI

5.1.2 Dyspareunia

Yercellini 1993 21 25 22 349 24 22 -1.80[-3.40,-0.20] I E—

5.1.3 Non menstrual pain

Yercellini 1993 21 22 26 19 245 24 020[F1.11,1.51] L
} f t }
-4 -2 i 2 4

Goserelin cCOP

Scale: a 10-point VAS where 0 = the absence of pain, 1-5 = mild pain, 6-7 = moderate pain, 8-10 = unbearable
pain
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Figure 121: Outcome: pain at 6 months after the treatment period

Goserelin cCOP Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean 5D Total IV, Fixed, 95% Cl IV, Fixed, 95% CI
5.3.1 Dysmenorrhoea
Yercellini 1993 7.A 24 26 T4 1T 24 010[-1.08,1.28] I E—
5.3.2 Dyspareunia
Yercelling 1993 52 3 22 56 2.7 21 -0.40[-2.10,1.30) —tT

5.3.3 Non menstrual pain
Yercellini 1993 38 3 26 16 2.6 24 0.30[-1.25, 1.89] N L —

-2 0 2
Goserelin cCOP

'
=t
=1

Scale: a 10-point VAS where 0 = the absence of pain, 1-5 = mild pain, 6-7 = moderate pain, 8-10 = unbearable
pain

Non-pharmacological management

cOCP and Dan’e (Chinese Herbal Medicine) versus No treatment

Figure 122: Live birth

cOCP and Dane Mo treatment Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Fhu 2014 13 16 18 24 1.03[0.74,1.40] —
1 1 1 1
0z 0.5 2 ]

Favours no treatment  Favours cOCP and Dane

Women in both groups had surgery. Subsequently women in the intervention group received a cOCP for 63 days
after surgery and Dan’e Chinese Herbal Medicine daily for the latter 30 days of treatment. Outcome was
assessed at 12 months after treatment ended.

Figure 123: Miscarriage

cOCP and Dane Mo treatment Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Zhu 2014 3 16 3 24 1.50[0.34, B.AZ] LE—
0.0 0.1 10 100

Favours c:OCF' and Dane Favours no treatment

Women in both groups had surgery. Subsequently women in the intervention group received a cOCP for 63 days
after surgery and Dan’e Chinese Herbal Medicine daily for the latter 30 days of treatment. Outcome was
assessed at 12 months after treatment ended.

cOCP and Dan’e (Chinese Herbal Medicine) versus cOCP

Figure 124: Live birth

cOCP and Dane cOCP Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Zhu 2014 13 16 14 20 1.16 [0.80, 1.68] -
0.01 0.1 10 100

Favours cOCP  Favours cOCP and Dane

Women in both groups had surgery. Subsequently women in the intervention group received a cOCP for 63 days
after surgery and Dan’e Chinese Herbal Medicine daily for the latter 30 days of treatment. Women in the
control group received a cOCP for 63 days after surgery alone. Outcome was assessed at 12 months
after treatment ended.
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Figure 125: Miscarriage

cOCP and Dane cOCP Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Zhu 2014 3 16 4 20 0.94 [0.24, 3.60] —h
0.01 0.1 10 100

Favours cOCFP and Dane Favours cOCP

Women in both groups had surgery. Subsequently women in the intervention group received a cOCP for 63 days
after surgery and Dan’e Chinese Herbal Medicine daily for the latter 30 days of treatment. Women in the
control group received a cOCP for 63 days after surgery alone. Outcome was assessed at 12 months
after treatment ended.

1.1613 Diet versus placebo

Figure 126: Endometrioma recurrence at 18 months follow up

Diet Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
T4
Sesti 2009 11 62 10 60 1.06 [0.49, 2.32] | T
1 1 1 1
t t T t t
0.5 0.7 1 1.5 2

Favours diet Favours placebo

Recurrence defined as presence of endometrioma >20mm diameter

1.1624 Diet versus GnRH analogues

Figure 127: Endometrioma recurrence at 18 months follow up

Diet GnRHa Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Sesti 2009 11 62 6 58 1.72[0.68, 4.34]
} } T t t
0.2 0.5 1 2 5

Favours diet Favours GnRHa

Recurrence defined as presence of endometrioma >20mm diameter

.16 Diet versus cOCP

Figure 128: Endometrioma recurrence at 18 months follow up

Diet cOCP Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total M-H, Fixed, 95% Cl N-H, Fixed, 95% CI
Sesti 2009 11 G2 4 60 1.18[0.53, 2.65] 1
0.2 0.5 : 5

Favours diet Favours cOCP

Recurrence defined as presence of endometrioma >20mm diameter

.16 Acupuncture versus sham acupuncture

Figure 129: Change in pain score (at 4 weeks, 8 weeks, and 6 months)

Acupuncture Sham acupuncture Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD  Total 1V, Fixed, 95% CI 1V, Fixed, 95% CI
6.1.1 at 4 weeks (ESSS)
Wayne 2008 -48 2.4 9 -1.4 2.1 5 -3.40 [-5.82, -0.98] —t

6.1.2 at 8 weeks (ESSS)
Wayne 2008 -4.3 3.6 9 -3.8 1.7 6 -0.50[-3.22,2.22] t

6.1.3 at 6 months (ESSS)
Wayne 2008 -3.6 3 9 -2.8 3.8 5 -0.80[-4.66, 3.06] t

t t
-10 -5 [o] 5 10
Favours acupuncture Favours sham acupuncture
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Rated with a numerical analogue scale of 0-10. Treatment duration was 8 weeks, therefore first two time points
were measured whilst on treatment, and the final time point was during follow-up.

Figure 130: Change (from baseline) in chronic pelvic pain and dyspareunia in the last

2 months
Acupuncture Sham acupuncture Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total IV, Fixed, 95% Cl IV, Fixed, 95% CI
6.2.1 Chronic pelvic pain
de Sousa 2016 -37 12 20 -041 1.02 22 -329[-3.487,-261] —

6.2.2 Dyspareunia
de Sousa 2016 -385 1. 0 -009 1.41 22 -3.76[-4.55 -2.47) —t

-4 -2 0 2 4
Favours acupuncture Favours sham acupuncture

Visual analogue scale (VAS, 0-10)

Figure 131: Change in EHP-30 total score (at 4 weeks, 8 weeks, and 6 months)

Acupuncture Sham acupuncture Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total IV, Fixed, 95% CI 1V, Fixed, 95% CI
6.2.1 at 4 weeks (EHP)
Wayne 2008 -17.2 18.3 9 4.3 15 5 -21.50[-39.27, -3.73] —
6.2.2 at 8 weeks (EHP)
Wayne 2008 -16.6 24.8 9 3.1 13.4 6 -19.70[-39.13, -0.27] —

6.2.3 at 6 months (EHP)
Wayne 2008 -17.9 219 9 3 10.8 5 -20.90 [-38.06, -3.74] t

T
-100 -50 0 50 100
Favours acupunture Favours sham acupuncture

Rated on a scale of 0-100, lower scores represent better health related quality of life. Treatment duration was 8
weeks, therefore first two time points were measured whilst on treatment, and the final time point was
during follow-up.

Figure 132: Change in Pediatric Quality of Life total score (at 4 weeks, 8 weeks, and 6

months)
Acupuncture Sham acupuncture Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD  Total IV, Fixed, 95% CI 1V, Fixed, 95% CI
6.3.1 at 4 weeks
Wayne 2008 6.6 16 9 -3.5 9.5 5 10.10 [-3.26, 23.46] Tt

6.3.2 at 8 weeks
Wayne 2008 11.1 199 9 -3.1 9.7 6 14.20 [-0.94, 29.34] 1 t

6.3.3 at 6 months
Wayne 2008 15.1 18.2 9 0.2 7.8 5 14.90[1.18, 28.62] t

L T
-100 -50 o 50 100
Favours sham acupuncture  Favours acupunture

Rated on a scale of 0-100, higher scores represent better health related quality of life. Treatment duration was 8
weeks, therefore first two time points were measured whilst on treatment, and the final time point was during
follow-up.
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Figure 133: Change in 3-activity score (at 4 weeks, 8 weeks and 6 months)

Acupuncture Sham acupuncture Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total IV, Fixed, 95% CI IV, Fixed, 95% CI

6.4.1 at 4 weeks

Wayne 2008 34 22 9 -0.5 1.5 5 -2.90 [-4.85, -0.95] —

6.4.2 at 8 weeks

Wayne 2008 -26 3.2 9 -0.8 2.1 6 -1.80[-4.48, 0.88] =

6.4.3 at 6 months

Wayne 2008 36 26 9 -1.9 35 5 -1.70[-5.21, 1.81] — 1
! ! ! !
t t t t

-20 -10 (0] 10 20

Favours acupuncture Favours sham acupunture

Rated on a scale of 0-10, higher scores represent more difficulty with performing the activities. Treatment
duration was 8 weeks, therefore first two time points were measured whilst on treatment, and the final
time point was during follow-up.

Acupuncture versus Danazol

Figure 134: Cure of symptoms at 6 months

Acupuncture Danazol Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Chen 2012 3 35 5 35 0.60 [0.16, 2.32] 1
L 1 1 ]
T T T 1
0.01 0.1 1 10 100

Favours acupunture Favours danazol

Cure defined as complete relief of pain and other symptoms after medication, and no relapse in the next three
menstrual cycles. Treatment duration was three months, follow up was a further three-months.

Acupuncture versus Chinese Herbal Medicine

Figure 135: Change in dysmenorrhoea, measured at the end of treatment (3 months)

Acupuncture Chinese Herbal Medicine Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total 1V, Fixed, 95% CI IV, Fixed, 95% CI
Xiang 2002 5.53 2.17 37 10.34 3.51 30 -4.81[-6.25, -3.37] —
t t 1 t t
-10 -5 0 5 10
Favours acupuncture Favours CHM

Rating scale ranges from 5-15. Mild dysmenorrhoea scores 5-7, moderate scores 8-12 and severe scores 13-15

Figure 136: Cure of symptoms, measured at the end of treatment (3 months)

Acupuncture Chinese Herbal Medicine Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Xiang 2002 11 37 3 30 2.97 [0.91, 9.70]
I ! ! |
T T T T 1
0.01 0.1 1 10 100

Favours CHM Favours acupuncture

Cure symptoms defined ,in accordance with Guideline for Clinical Research on New Chinese Drugs for
Treatment of Pelvic Endometriosis”.
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[.16© Chinese Herbal Medicine versus Placebo

Figure 137: Change in pain symptoms at the end of treatment (week 16)

Chinese herbal medicine Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total 1V, Fixed, 95% CI 1V, Fixed, 95% CI
9.1.1 Period pain
Flower 2011 -2.36 2.22 7 -1.14 2.29 5 -1.22[-3.81, 1.37] t
9.1.2 Pain during sex
Flower 2011 -2.98 1.56 5 -3.74 1.62 3 0.76 [-1.53, 3.05] I e —

9.1.3 Pain on bowel movement
Flower 2011 -0.88 2.51 7 -0.96 261 5 0.08[-2.87, 3.03]

9.1.4 Daily pain
Flower 2011 -0.83 2.32 7 -1.57 235 6 0.74[-1.81, 3.29] T

T T T :
-4 -2 0 2 4
Favours CHM Favours placebo

Pain symptoms measured with Visual Analogue Scale of 0-10

Figure 138: Change in Quality of Life at the end of treatment (week 16)

Chinese herbal medicine Placebo Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total 1V, Fixed, 95% CI 1V, Fixed, 95% CI

9.2.1 Symptom 1

Flower 2011 -2.15 1.97 8 -1.57 1.96 10 -0.58[-2.41, 1.25] t

9.2.2 Symptom 2

Flower 2011 -2.41 1.93 8 -151 19 10 -0.90 [-2.68, 0.88] t

9.2.3 Activity

Flower 2011 -2.19 1.71 8 -1.5 1.69 9 -0.69[-2.31, 0.93] T

9.2.4 Well-being

Flower 2011 -2.01 1.97 7 -0.95 1.93 10 -1.06 [-2.95, 0.83] t I
1 1 1 1
T T T T
-4 -2 0 2 4

Favours CHM Favours placebo

Scores measured with 7-point Likert scale. Participants were asked to identify 2 symptoms that bothered them
the most, and an activity that was restricted by endometriosis.

Figure 139: Change in Quality of Life at the end of treatment (week 16)

Chinese herbal medicine Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total 1V, Fixed, 95% CI 1V, Fixed, 95% CI
9.3.1 Pain
Flower 2011 -6.43 10.1 11 -6.11 10.3 7 -0.32[-10.01, 9.37] t

9.3.2 Control & powerlessness
Flower 2011 -7.49 5.83 11 -5.76 5.99 7 -1.73[-7.35, 3.89] T

9.3.3 Emotional well-being
Flower 2011 -4.49 4.16 11 -4.12 4.28 7 -0.37[-4.38, 3.64] t

9.3.4 Social support
Flower 2011 -4.19 4.52 11 -1.48 4.69 7 -2.71[-7.09, 1.67] t

9.3.5 Self-image
Flower 2011 -2.57 2.79 11 -3.03 2.86 7 0.46 [-2.22, 3.14] t

T T T T
-10 -5 (0] 5 10

Favours CHM Favours placebo

Quality of life assessed with the Endometriosis Health Profile-30. Scores range from 0-100 for the subscales.
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Chinese Herbal Medicine (oral) versus Danazol

Figure 140: Symptomatic relief (within three years of stopping treatment)

CHM Danazol Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
(Flower 2012 CSR) Wu 2006 9 16 2 18 5.06 [1.28, 20.05] | t
1 1 1 ]
T T T T 1
0.01 0.1 1 10 100

Favours danazol Favours CHM

Symptomatic relief defined as complete resolution of all symptoms and signs, and included pregnancy (where
desired) within 3 years of stopping treatment

Figure 141: Change in dysmenorrhoea score (3 months)

CHM Danazol Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total 1V, Fixed, 95% CI 1V, Fixed, 95% CI

(Flower 2012 CSR) Wu 2006 3.91 3.44 16 492 271 18 -1.01[-3.11, 1.09]

t t
-20 -10 o] 10 20
Favours CHM Favours danazol

Scale not defined

Figure 142: Lumbosacral pain relief (3 months)

CHM Danazol Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
(Flower 2012 CSR) Wu 2006 14 16 13 18 1.21 [0.86, 1.70]
1 1 1 ]
T T T T 1
0.01 0.1 1 10 100

Favours danazol Favours CHM

Symptomatic relief defined as complete resolution of all symptoms and signs.

Figure 143: Rectal irritation relief (3 months)

CHM Danazol Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
(Flower 2012 CSR) Wu 2006 10 12 6 12 1.67 [0.90, 3.10]
1 1 1 ]
T T T T 1
0.01 0.1 1 10 100

Favours Danazol Favours CHM

Symptomatic relief defined as complete resolution of all symptoms and signs

Figure 144: Relief of tenderness of vaginal nodules in posterior fornix (3 months)

CHM Danazol Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
(Flower 2012 CSR) Wu 2006 10 11 9 13 1.31[0.87, 1.97]
1 1 1 ]
T T T T 1
0.01 0.1 1 10 100

Favours CHM Favours Danazol

Symptomatic relief defined as complete resolution of all symptoms and signs

Figure 145: Disappearance or shrinkage of adnexal mass (3 months)

CHM Danazol Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
(Flower 2012 CSR) Wu 2006 9 12 8 15 1.41[0.79, 2.50]
1 1 1 ]
T T T T 1
0.01 0.1 1 10 100

Favours danazol Favours CHM

Definition of “shrinkage” is not reported
Chinese Herbal Medicine (oral and enema) versus Danazol

Figure 146: Symptomatic relief (within three years of stopping treatment)

CHM Danazol Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
(Flower 2012 CSR) Wu 2006 15 24 2 18 5.63[1.47, 21.54] | t
1 1 1 ]
T T T T 1
0.01 0.1 1 10 100

Favours danazol Favours CHM
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Symptomatic relief defined as complete resolution of all symptoms and signs, and included pregnancy (where

desired) within 3 years of stopping treatment

Figure 147: Change in dysmenorrhoea score (3 months)

CHM Danazol Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total IV, Fixed, 95% CI IV, Fixed, 95% CI
(Flower 2012 CSR) Wu 2006 2.02 2.7 24 492 271 18 -2.90 [-4.55, -1.25] t |
! ! ! !
t t T t t
-20 -10 (0] 10 20

Favours CHM Favours danazol

Scale not defined

Figure 148: Lumbosacral pain relief (3 months)

CHM Danazol Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
(Flower 2012 CSR) Wu 2006 20 24 13 18 1.15[0.82, 1.62]
1 1 1 1 1 1
T T T T T T T
0.1 0.2 0.5 1 2 5 10
Favours danazol Favours CHM
Symptomatic relief defined as complete resolution of all symptoms and signs.
Figure 149: Rectal irritation relief (3 months)
CHM Danazol Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
(Flower 2012 CSR) Wu 2006 16 18 6 12 1.78 [0.99, 3.20]
1 1 1 ]
T T T T 1
0.01 0.1 1 10 100

Favours Danazol Favours CHM

Relief defined as complete resolution of all symptoms and signs

Figure 150: Relief of tenderness of vaginal nodules in posterior fornix (3 months)

CHM Danazol Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
(Flower 2012 CSR) Wu 2006 14 16 9 13 1.26 [0.84, 1.90]
1 1 1 ]
T T T T 1
0.01 0.1 1 10 100

Favours CHM Favours Danazol

Symptomatic relief defined as complete resolution of all symptoms and signs

Figure 151: Disappearance or shrinkage of adnexal mass (3 months)

CHM Danazol Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
(Flower 2012 CSR) Wu 2006 19 21 8 15 1.70 [1.04, 2.78]
1 1 1 ]
T T T T 1
0.01 0.1 1 10 100

Favours danazol Favours CHM

Definition of “shrinkage” is not reported

Chinese Herbal Medicine (oral and enema) versus Chinese Herbal Medicine
(oral)

Figure 152: Symptomatic relief (within three years of stopping treatment)

CHM (Oral + enema) CHM (Oral) Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
(Flower 2012 CSR) Wu 2006 15 24 9 16 1.11 [0.65, 1.89] —t
I | | y
t t t 1
0.01 0.1 1 10 100

Favours CHM (Oral) Favours CHM (Oral + enema)

Symptomatic relief defined as complete resolution of all symptoms and signs, and included pregnhancy (where
desired) within 3 years of stopping treatment.
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Figure 153: Change in dysmenorrhoea score (3 months)

CHM (Oral + enema) CHM (Oral) Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total 1V, Fixed, 95% CI IV, Fixed, 95% CI
(Flower 2012 CSR) Wu 2006 2.02 2.7 24 391 3.44 16 -1.89[-3.89, 0.11]
! ! ! !
+ + T y +
-20 -10 (o] 10 20

Favours CHM (Oral + enema) Favours CHM (Oral)

Scale not defined

Figure 154: Lumbosacral pain relief (3 months)

CHM (Oral + enema) CHM (Oral) Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% ClI M-H, Fixed, 95% CI
(Flower 2012 CSR) Wu 2006 20 24 14 16 0.95[0.74, 1.23] —
, , , , , ,
t t t t t t
0.1 0.2 0.5 1 2 5 10

Favours CHM (Oral) Favours CHM (Oral + enema)

Symptomatic relief defined as complete resolution of all symptoms and signs.

Figure 155: Rectal irritation relief (3 months)

CHM (Oral + enema) CHM (Oral) Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
(Flower 2012 CSR) Wu 2006 16 18 10 12 1.07 [0.79, 1.44]
| | | |
t t T t t
0.2 0.5 1 2 5

Favours CHM (Oral) Favours CHM (Oral+ enema)

Symptomatic relief defined as complete resolution of all symptoms and signs.

Figure 156: Relief of tenderness of vaginal nodules in posterior fornix (3 months)

CHM (Oral + enema) CHM (Oral) Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
(Flower 2012 CSR) Wu 2006 14 16 10 11 0.96 [0.74, 1.25] —H
, , , ,
t t t t
0.2 0.5 1 2 5

Favours CHM (oral) Favours CHM(Oral + enema)

Symptomatic relief defined as complete resolution of all symptoms and signs.

Figure 157: Disappearance or shrinkage of adnexal mass (3 months)

CHM (Oral + enema) CHM (Oral) Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% ClI M-H, Fixed, 95% CI
(Flower 2012 CSR) Wu 2006 19 21 9 12 1.21[0.85, 1.72]
| , , ),
t t t t d
0.01 0.1 1 10 100

Favours CHM (Oral) Favours CHM (Oral + enema)

Definition of “shrinkage” is not reported
Chinese Herbal Medicine and Acupuncture versus Danazol

Figure 158: Dysmenorrhoea

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Xia 2006 16 40 13 38 1.17 [0.65, 2.09]
1 1 1 ]
T T T T 1
0.01 0.1 1 10 100

Favours Danazol Favours CHM + Acupuncture

Outcome is cessation of signs and symptoms

Figure 159: Lumbosacral pain

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Xia 2006 15 40 12 38 1.19 [0.64, 2.20]
1 1 1 ]
T T T T 1
0.01 0.1 1 10 100

Favours Danazol Favours CHM + Acupuncture

Outcome is cessation of signs and symptoms
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Figure 160: Dyspareunia

Experimental

Control

Study or Subgroup Events  Total Events Total

Risk Ratio

M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

Xia 2006 5 40

2 38

Qutcome is cessation of signs and symptoms

2.38[0.49, 11.51]

Acupuncture TENS versus self-applied TENS

T
0.01 0.1 1 10
Favours Danazol

Figure 161: Change in quality of life (EHP-30 scores) (at 8 weeks)

Self applied TENS

Acupuncture-like TENS

Study or Subgroup Mean SD Total

Mean

SD__Total

Mean Difference

IV, Fixed, 95% CI

Mean Difference
IV, Fixed, 95% CI

100

Favours CHM + Acupuncture

Mira 2015 -15.89 8.03 11

Scores range from 0-100

-14.5 9.94

Surgical management

11

-1.39[-8.94, 6.16] ¢

L l . .

v

-4

Favours acupunture TENS Favours self applied TENS

-2 [o] 2 4

Laparoscopic treatment (excision or ablation) versus diagnostic laparoscopy)

for endometriosis

Figure 162: Overall pain better or improved

Surgery Diagnostic Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.2.2 At 6 months
Tutunaru 2006 (Duffy 14) 34 41 12 28 100.0% 1.93[1.23, 3.03] i
Subtotal (95% CI) 41 28 100.0% 1.93[1.23, 3.03]
Total events 34 12
Heterogeneity: Not applicable
Test for overall effect: Z = 2.88 (P = 0.004)
1.2.3 At 12 months
Tutunaru 2006 (Duffy 14) 30 41 6 28 100.0% 3.41[1.64, 7.11] t
Subtotal (95% CI) a1 28 100.0% 3.41 [1.64, 7.11]
Total events 30 6

Heterogeneity: Not applicable
Test for overall effect: Z = 3.28 (P = 0.001)

T T
0.1 1 10

0.01 100
Favours diagnostic Favours surgery
Figure 163: Live birth or ongoing pregnancy
Ablation or excision  Diagnostic laparoscopy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% C| M-H, Fixed, 95% CI
Gad 2012 {Duffy 2014) 7 20 5 21 143%  1.47[0.56,3.88] B e
Marcoux 1997 (Duffy 2014) |0 172 29 169 857%  1.69[1.13 2.54] ‘.‘
Total (95% CIy 192 190 100.0%  1.66[1.14, 2.42] <
Total events 57 34
Heterogeneity, Ch®= 007 df=1{P =078, F=0% D.h1 0.1 1.D 1ﬁD

Testfor overall effect: 2= 2.66 (P = 0.008)
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Figure 164: Clinical pregnancy
Ablation or excision  Diagnostic laparoscopy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fized, 95% CI|
Gad 2012 (Duffy 2014) T 20 5 21 9.9% 1.47 [0.56, 3.88] ]
Marcoux 1997 (Duffy 20143 63 172 ar 169 T59% 1.67 [1.18, 2.36] L 5
Maoini 2012 9 73 7 T3 O 1423% 1.29[0.81,3.27] I
Total (95% CI) 265 263 100.0%  1.60[1.17, 2.17] L 2
Tatal events 79 49
ity: Chif= = = R= 1 t } t
;!etnii’ogenemrl.l C;| ;gfﬂz gg—PQEPD—DggB). P=0% 0.01 01 10 100
estfor overall effect: 2= 2.98 (P = 0.003) Favours diagnostic  Favours surgery
Figure 165: Miscarriage per pregnancy
Ablation or excision Diagnostic laparoscopy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Gad 2012 (Duffy 2014 0 T 1] ] Mot estimahle
Marcowx 1997 (Duffy 2014) 13 63 g 37 100.0% 0.95[0.44,2.09]
Total (95% ClI) 70 42 100.0% 0.95 [0.44, 2.09]
Total events 13 g
Heterogeneity: Mat applicable } t 1 t t
o _ 0.01 0.1 1 10 100
Testfor overall effect 2= 012 (P =091} Favours diagnostic Favours surgery
I.172 Excision versus diagnostic laparoscopy for endometriosis
Figure 166: Overall pain better or improved (6 months)
Excision Diagnostic laparoscopy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Abbott 2004 (Duffy 2014) 16 20 6 19 100.0% 2.53[1.26, 5.09]
Total (95% CI) 20 19 100.0% 2.53[1.26, 5.09] -
Total events 16 6
ity: i [ + + !
Heterogeneity: Not applicable 0.01 o1 1 10 100
Test for overall effect: Z = 2.61 (P = 0.009) N . .
Favours dlagnostlc Favours excision
Figure 167: Overall pain score
Excision Diagnostic laparoscopy Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total IV, Fixed, 95% CI IV, Fixed, 95% CI
2.2.2 At 6 months
Jarrell 2005 (Duffy 2014) 1.9 0.5 7 1 0.7 9  0.90[0.31, 1.49] t
2.2.3 At 12 months
Jarrell 2005 (Duffy 2014) 2.6 0.5 7 0.95 0.6 9 1.65[1.11,2.19] ——
L L L L
+ + + +
-4 -2 o 2 4
Favours excision Favours diagnostic
Figure 168: Pelvic pain score
Excision Diagnostic laparoscopy Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean sD Total IV, Fixed, 95% CI IV, Fixed, 95% CI
2.3.1 At 6 months
Abbott 2004 (Duffy 201 4) 18.8 176 20 239 191 19 -510[-16.64, 6.44] —t
t t } }
-a0 -25 a 25 a0
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Figure 169: Dysmenorrhea pain score

Excision Diagnostic laparoscopy Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean sSD Total IV, Fixed, 95% Cl IV, Fixed, 95% CI
2.4.1 At 6 months
Abbatt 2004 {Duffy 2014) 26 84 20 236 17.2 19 240618, 10.98] -t
-40 -35 0 25 a0
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Figure 170: Dyspareunia pain score

Excision Diagnostic laparoscopy Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean sD Total IV, Fixed, 95% Cl IV, Fixed, 95% Cl
2.5.1 At 6 months
Ahbott 2004 {Duffy 201 4) 16.8 228 20 1048 233 19 B.30[-8.18, 20.78] —
a0 25 0 25 a0

Favours diagnostic Favours excision

Figure 171: Quality of life — EQ-5D index summary score

Excision Diagnostic laparoscopy Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total IV, Fixed, 95% CI IV, Fixed, 95% CI
1.1.1 At 6 months
Abbott 2004 0.77 0.25 20 0.74 0.23 19 0.03[-0.12,0.18]
I | | '
t t t 1
-10 -5 [e] 5 10

Favours diagnostic Favours excision

Figure 172: Quality of life — EQ-5D VAS summary score

Excision Diagnostic laparoscopy Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total 1V, Fixed, 95% CI 1V, Fixed, 95% CI
1.2.1 At 6 months
Abbott 2004 83.6 10.8 20 65.9 21.3 19 17.70[7.02, 28.38] t
1 1 1 1
T T T T
-20 -10 o 10 20

Favours diagnostic Favours excision

Figure 173: Quality of life — SF-12 Physical component

Excision Diagnostic laparoscopy Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total 1V, Fixed, 95% CI IV, Fixed, 95% CI
1.3.1 At 6 months
Abbott 2004 48.2 7.6 20 45.5 10 19 2.70 [-2.90, 8.30] T
I | | |
L t t 1
-100 -50 [0} 50 100

Favours diagnostic Favours excision

Figure 174: Quality of life — SF12 Mental component

Excision Diagnostic laparoscopy Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total 1V, Fixed, 95% CI 1V, Fixed, 95% CI
1.4.1 At 6 months
Abbott 2004 47.6 9.7 20 45.3 11.8 19 2.30[-4.50, 9.10] T
L 1 1 ]
k t t 1
-10 -5 o 5 10

Favours diagnostic Favours excision

I.173 Excisional surgery versus ablative surgery for endometriosis

2

Figure 175: Pain score (improvement in VAS at 12 months)
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Laparoscopic excision

Laparoscopic ablation

Mean Difference

Mean Difference

Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fized, 95% CI
4.1.1 Overall

Healey 2010 (Duffy 201 4) 29 34 54 24 24 49 100.0% 0.00[1.22,1.22]

Subtotal (95% Cl) 54 49 100.0% 0.00[-1.22, 1.22]

Heterogeneity: Mat applicable

Testfor overall effect Z=0.00 (P =1.00)

4.1.2 Pelic

Healey 2010 (Duffy 201 4) 26 348 a4 27 27 49 100.0% -010[-1.30,1.10] i
Subtotal (95% CI) 54 49 100.0% -0.10[-1.30, 1.10]

Heterogeneity: Mat applicable

Testfor averall effect Z=016 (P =087

4.1.3 Dyspareunia

Healey 2010 (Duffy 201 4) 31 41 54 1.8 11 49 100.0% 1.30[-0.29, 2.89] —t
Subtotal (95% Cl) 54 49 100.0% 1.30[-0.29, 2.89] -

Heterogeneity: Mat applicable
Testfor overall effect Z=1.61 (F=0.11)

:
-4

-2 0 2

.

Favours excision
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Favours ahlation Favours excision
Figure 176: Unintended effects (improvement in VAS score by 12 months after
operation - nausea, vomiting and bloating)
Laparoscopic excision Laparoscopic ablation Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total IV, Fixed, 95% CI 1V, Fixed, 95% CI
4.7.1 Nausea
Healey 2010 (1) 1.7 2.7 54 0.6 3.6 49 1.10 [-0.14, 2.34] 1 1
4.7.2 Vomiting
Healey 2010 (2) 1.1 2.4 54 0.9 2.3 49 0.20[-0.71, 1.11] —t
4.7.3 Bloating
Healey 2010 (3) 2.4 3.4 54 15 2.8 49 0.90 [-0.30, 2.10] Tt
| | | |
t t t t
-4 -2 o 2 4
Favours ablation Favours excision
Footnotes
(1) Outcome not reported in Duffy 2014
(2) Outcome not reported in Duffy 2014
(3) Outcome not reported in Duffy 2014
L1754 Excisional surgery versus ablative surgery for endometrioma
Figure 177: Recurrence of pelvic pain
Excisional surgery Ablative surgery Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
4.2.1 Dysmenorrhea
Alborzi 2004 (Hart 2008) 6 38 17 30 66.7% 0.28 [0.13, 0.62] .
Beretta 1998 (Hart 2008) 3 19 9 17 33.3% 0.30 [0.10, 0.92] bl
Subtotal (95% CI) 57 47 100.0% 0.29 [0.15, 0.55] ’
Total events 9 26
Heterogeneity: Chiz = 0.01, df = 1 (P = 0.92); 12 = 0%
Test for overall effect: Z = 3.77 (P = 0.0002)
4.2.2 Dyspareunia
Beretta 1998 (Hart 2008) 3 15 9 12 100.0% 0.27 [0.09, 0.77]
Subtotal (95% CI) 15 12 100.0% 0.27 [0.09, 0.77] i
Total events 3 9
Heterogeneity: Not applicable
Test for overall effect: Z = 2.44 (P = 0.01)
4.2.3 Non-menstrual pelvic pain
Beretta 1998 (Hart 2008) 2 20 9 17 100.0% 0.19 [0.05, 0.76]
Subtotal (95% CI) 20 17 100.0% 0.19 [0.05, 0.76] i
Total events 2 9
Heterogeneity: Not applicable
Test for overall effect: Z = 2.35 (P = 0.02)
I | | |
L t t 1
0.01 0.1 1 10 100
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Figure 178: Pregnancy rate after surgical treatment up to 60 months

Excisional Ablative surgery Risk Ratio Risk Ratio
Study or Subgroup Events Total FEwvents Total Weight M-H, Fixed, 95% Cl M-H, Fized, 95% CI
Albaorzi 2004 (Hart 2008) 19 32 ¥ 30 ITI% 284125 517] —
Beretta 1998 (Hart 2008) 3 q 4 17 10.4% 283[M.07,7.50
Carmona 2011 14 36 17 38 62.3%  0.87[0.51,1.49] ——
Total {95% Cl) 77 85 100.0%  1.53[1.04,2.24] L J
Total events 34 28
J—— _ _ Eo | ; )
Heterogeneity: Chi*=7.71,df =2 (P=002); F=T4% 'D.D1 0!1 1'D

Testfar averall effect £= 219 (F=0.03) Favours ablation Favours excision

Figure 179: Recurrence of endometrioma

Excisional surgery Ablative surgery Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
4.5.1 At 12 months
Alborzi 2004 (Hart 2008) 9 52 15 48  43.6% 0.55 [0.27, 1.15] —
Beretta 1998 (Hart 2008) 2 32 6 32 16.8% 0.33 [0.07, 1.53] L
Carmona 2011 4 36 12 38 32.6% 0.35[0.12, 0.99] — &
Pados 2010 (Dan 2013) o 10 2 10 7.0% 0.20 [0.01, 3.70]
Subtotal (95% CI) 130 128 100.0% 0.43 [0.25, 0.73] 0
Total events 15 35

Heterogeneity: Chi2 = 0.99, df = 3 (P = 0.80); 12 = 0%
Test for overall effect: Z = 3.07 (P = 0.002)

4.5.2 At 60 months

Carmona 2011 8 36 14 38 100.0% 0.60 [0.29, 1.26] [
Subtotal (95% CI) 36 38 100.0% 0.60 [0.29, 1.26] >
Total events 8 14

Heterogeneity: Not applicable
Test for overall effect: Z = 1.34 (P = 0.18)

r T T
0.01 0.1 1 10

Favours excision Favours ablation

Figure 180: Reoperation after surgical treatment up to 60 months

Excisional surgery Ablative surgery Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Alborzi 2004 (Hart 2008) 1 52 4 48 51.7% 0.23 [0.03, 1.99] —
Carmona 2011 2 36 4 38  48.3% 0.53[0.10, 2.71] — &
Total (95% CI) 88 86 100.0% 0.37 [0.10, 1.35] ’>
Total events 3 8 ) ) )
t

Heterogeneity: Chiz = 0.36, df = 1 (P = 0.55); I2 = 0% y

t
. | effect 7 = 1.50 (P = 013 0.01 0.1 1 10
Test for overall effect: Z = 1.50 (P = 0.13) Favours excision Favours ablation
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Combined surgical and hormonal management of endometriosis

Figure 182:

Hetarogenaity: Mot applicable
Tiest for ovarall efect I= 8.69 (P = 0.00001)

2.1.2 Dysmenorrhoea at 12 months
Sesti 2007 57 107 i

Heterogensity. Mot apphicable
Tiest for everall efect Z=4.03 (P = 0.0001)

2.1.3 Deep Dyspareunia at 12 months
Sesti 2007 44 1.25 T

Hataraganaity. Mot applicable
Test for overall efect 2= 219 (FP=0.03)

B4 1.3 110 100.0%
Subtotal (95% CI) ir 110 100.0% -

48 1.2 110 1000%
Subtotal (5% Ci) " 110 100.0% 0.40[.0.76, 0.04)

Figure 181: Post-surgical hormonal therapy versus placebo or no treatment,
outcome: Pain recurrence (VAS scale 1-10 cm) at 12 months
Hormaonal treatment Control Kean Difference Mean Difference
Study or Subgroup ean S0 Total Mean 5D Total Weight IV, Fixed, 95% Ci IV, Fired, 95% CI
2.1.1 Pebic pain at 12 months
Sast 2007 g 0os 77OE2 08 110 100.0% -1.201.47,-0.93] t
Subtotal (95% CI) T 110 1000% -1.20[-1.47, 093]

04, -0.36)
70 [1.04, -0.36]

-0.40 [0.76, -0.04)

-

4 05 0 05 1
Hormonal reatment  Fawours control

Post-surgical hormonal therapy versus placebo or no treatment,

outcome: Pain recurrence (questionnaire based) at 12 months post

treatment completion

Treatment Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M.H, Fixed, 95% CI
2.2.1 Abdominal pain at 12 months post treatment completion
Mettier 2014 25 62 33 58 100.0% 0.71[0.49,103) i
Subtotal (95% CI) 62 58 100.0% 0.71[0.49,1.03)
Total events 25 33

Heterogeneity: Not applicable
Testfor overall effect Z=1.79 (P = 0.07)

2.2.2 Dysmenorrhoea at 12 months post treatment completion

Mettler 2014 24 80 27 78 100.0%
Subtotal (95% CI) 80 78 100.0%
Total events 24 27

Heterogeneity. Not applicable
Test for overall effect Z=062 (P = 0.54)

2.2.3 Dyspareunia at 12 months post treatment compietion

Mettler 2014 12 75 1 69 100.0%
Subtotal (95% CI) 75 69 100.0%
Total events 12 21

Heterogeneity: Not applicable
Testfor overall effect Z= 2.00 (P = 0.05)

0.87 [0.55, 1.36)
0.87 [0.55, 1.36)

L |

0.53(0.28,0.99)
0.53 [0.28, 0.99]

g &

0.01 0.1 10
Favours treatment Favours control
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Figure 183:

outcome: Pain recurrence (Andersch and Milsom) at 12 months

Hormonal treatment

Control

Mean Difference

Mean Difference

Post-surgical hormonal therapy versus placebo or no treatment,

Study or Subgroup Mean 8D Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
2.2.1 Pelvic pain at 12 months
Parazzini 1994 36 28 24 4 36 29 1000% -040[215, 1.349]
Subtotal (95% CI) 24 29 100.0% -0.40[-2.15,1.35]
Heterageneity: Mot applicable
Testfor overall effect 2= 045 (F = 0.69)
P I

Testfor subgroup differences: Mot applicahle

Figure 184:

outcome: Pain recurrence (dichotomous)

Hormonal treatment
Study or Subgroup Events Total

Control
Events Total

Risk Ratio

Weight M-H, Fixed, 95% CI

Hormonal treatment  Favours control

Risk Ratio

M-H, Fixed, 95% CI

Post-surgical hormonal therapy versus placebo or no treatment,

2.3.1 Pain recurrence </=12 months

Alborzi 2011 A ar 3
Eianchi 1999 7 31 9
Loverro 2001 14 33 13
Yercellini 19949 14 107 22
Subtotal (95% CI) 258

Total events 11 47

Heterageneity, Chi*=1.71,df= 3 (P=063), F=0%
Testfor averall effect Z=1.33 (P=018)

2.3.2 Pain recurrence 13-24 months

Busacca 2001 10 44 11
Muzii 2000 3 33 4
Yercellini 19949 19 a1 27
Subtotal (95% Cl) 158

Total events 32 44

Heterogeneity: Chi®= 0.84, df= 2 (P = 0.66); F= 0%
Testfor overall effect: £=1.78 (P = 0.07)

2.3.3 Pain persistencelrecurrence 5 years

Loverro 2008 13 29 12
Subtotal (95% CI) 29
Total events 13 12

Heterogeneity: Mot applicable
Testfor averall effect Z=0.23 (P= 082

Figure 185:

57
29
29
103
218

45
35
74
154

25
25

7.4%
18.9%
28.1%
45 6%

100.0%

24.2%
13.0%
62.8%
100.0%

100.0%
100.0%

1.08[0.27, 4.39]
0.73[0.31,1.70]
1.01 [0.52, 1.76]
061 [0.33,1.13]
0.78 [0.55, 1.12]

083 [0.44,1.97]
0.53[0.14,1.95]
0.64 [0.39, 1.05]
0.70 [0.47, 1.03]

0.93[0.53, 1.66]
0.93 [0.53, 1.56]

outcome: Dysmenorrhoea at 12 months

Fy

05 07
Hormonal treatment  Favours control

15

2

Post-surgical hormonal therapy versus placebo or no treatment,

Hormonal treatment Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Tanmahasmut 2012 2 28 q 27 A05% 0.21 [0.05, 0.90] —a—
YWercellin 2003 2 20 q 20 495% 0.22[0.05, 0.90] ——
Total (95% CI) 48 47 100.0%  0.22 [0.08, 0.60] B
Total events 4 18

. - — — R = l l l
Heterogeneity: Chi*=0.00, df=1{P=097), F=0% 0o o 10 100

Testfor averall effect 2= 297 (P =0.003)
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Figure 186: Post-surgical hormonal therapy versus placebo or no treatment,
outcome: Re-operation (women with endometriosis)

Hormonal treatment Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% C| M-H, Fixed, 95% CI
Eianchi 1999 a 31 1 29 187% 0.31[0.01, 7.38] Ll
Busacca 2001 2 44 a 45 8.2% 511025 103.53] *
Sesti 2008 B 118 T B0 BGI%  1.02[0.25 3.83 t
Total (95% CI) 193 134 100.0%  1.17 [0.40, 3.40]
Total events 2 4
?et?;ngenelwl:l C;I T;?Sﬂ SL:SEPD:T3.44);I =0% 'D.U1 D:'I 110 1DD'
estfor overall effect 2= 0.29 (P =10.77) Hormonal freatment Favours control

Figure 187: Post-surgical hormonal therapy versus placebo or no treatment,
outcome: Re-operation (women with endometriosis)

Treatment Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
2.6.1 Disease recurrence at 5-6 months
Mettler 2014 59 148 55 137 100.0% 0.98 [0.75,1.32)
Subtotal (95% CI) 148 137 100.0% 0.99 [0.75, 1.32]
Total events 59 a5

Heterogeneity: Mot applicable
Test for overall effect: Z= 0.05 (P = 0.96)

. : ] . ;
0.005 01 1 10 200
Favours treatment Favours control

Treatment Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.11.2 Disease recurrence at 12 months
Alborzi 2011 12 87 0 57 207% 16.48(0.99 27292 =
Bianchi 1998 3 36 6 41 397% 0.57[0.15, 2.11) ——
Busacca 2001 4 44 4 45 396% 1.02[0.27,3.84] ;
Subtotal (95% CI) 167 143 100.0% 1.44[0.28,7.36]
Total events 19 10

Heterogeneity: Tau®= 1.29; Chi*= 5.72, df= 2 (P = 0.06), = 65%
Testfor overall effect: Z= 0.44 (P = 0.66)

0.005 0.1 10 200
Favours treatment Favours control

2.6.3 Disease recurrence at 24 months
T=al 2004 1] 15 4 30 100.0% 0.22[0.01,32.75] l
Subtotal (95% CI) 15 30 100.0% 0.22 [0.01, 3.75])

Tolal events 1] 4

Heterogeneity, Mot applicable
Test for overall effect 2= 1.05(FP=0.249)

0.00% 01 10 200
Favaurs treatment Favours control
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Figure 188: Post-surgical hormonal therapy versus placebo or no treatment,
outcome: Endometrioma recurrence (dichotomous)

Treatment Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
2.7.2 Recurrence at 13-36 months
huzii 2000 2 33 1 35 23% 212[0.20,22.31]
Seracchioli 2010 17 148 20 B9  B5.7% 0.40[0.22, 0.71] ——
Sesti 2008 15 118 10 B0 319% 0.76 [0.36, 1.59] ——
Subtotal (95% CI) 299 164 100.0%  0.55[0.36, 0.86] -
Total events 3 N

Heterogeneity: Chi*= 3.25, df= 2 (P = 0.20); F= 39%
Test for overall effect: Z= 2 64 (P = 0.008)

2.7.3 Recurrence at 5 years
Loverro 2008 4 19 2 16 1000% 1.68[0.35 803 :t
Subtotal (85% CI) 19 16 100.0%  1.68 [0.35, 8.03]

Total events 4 2

Heterageneity. Mot applicable
Test for overall effect: £=0.65 (P = 0.51)

001 0.1 10 100
Favours treatment Favours control

Figure 189: Post-surgical hormonal therapy versus placebo or no treatment,
outcome: Patient satisfaction

Risk Ratio Risk Ratio
Study or Subgroup log[Risk Ratio] SE Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Tanmahasmut 2012 0183125 0.24634 71.7% 1.21[0.75,1.97] —il—
Vercellini 2003 0176091 0.39188 28.3% 1.19[0.55, 2.57] —

Total (95% CI) 100.0% 1.21[0.80, 1.82] -’

Heterogeneity: Chi®=0.00, df=1 (P=0.497), F= 0% 0z 15 i 4 ;

Testfor overall effect Z=0.90 (F = 0.37) Hormonal treatment  Favours control

.18 Hysterectomy with or without oophorectomy

Figure 190: Hysterectomy versus hysterectomy with or without oophorectomy for
the outcome of reoperation-free survival in women with endometriosis (7
year follow-up)

Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio] SE Weight IV, Fixed, 95% CIl IV, Fixed, 95% CI
Shakiha 2008 0.892 0.6749 244 [065, 9.16] t
L | 1 |
0.05 02 & a0

Favours hys+ooph Fawvours hys only
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Figure 191: Hysterectomy with oophorectomy versus hysterectomy with ovarian
conservation for the outcome of risk of reoperation in women with

endometriosis (4 year 10 month mean follow-up)

Risk Ratio Risk Ratio
Study or Subgroup  log[Risk Ratio] SE Weight IV, Fixed, 95% Cl IV, Fixed, 95% ClI
Mamnoun 1995 20819 06888 810210, 31.25] e
0.05 0.2 g 20

favours hys only favours hys plus coph

Figure 192: Hysterectomy with oophorectomy versus hysterectomy with ovarian
conservation for the outcome of risk of pain recurrence (4 year 10 month

mean follow-up)

Risk Ratio Risk Ratio
Study or Subgroup  log[Risk Ratio] SE Weight IV, Fixed, 95% Cl IV, Fixed, 95% ClI
Mamnoun 19495 1.8083 04551 B.10[2.40,14.88] S —
0.05 0.2 g 20

favours hys only favours hys plus ooph

.19 Management strategies to improve spontaneous pregnancy
3 rates

4
5

© National Institute for Health and Care Excellence 2017
279



J.1

J.2

J.3

J.4

J.5

J.6

DRAFT FOR CONSULTATION
GRADE tables

Appendix J: GRADE tables

Specialist services

No evidence found

Timing of interventions: association between duration of symptoms before laparoscopy
and treatment outcomes

No evidence found

Signs and symptoms of endometriosis (monitoring and referral)
Not applicable

Information and support

Not applicable

Risk of reproductive cancer

Not applicable

Diagnosis — Ultrasound

Table 1: Clinical evidence profile: Pelvic endometriosis

Ultrasound! 5 1222 Serious risk of bias? Very serious No serious indirectness  Very serious SISISIS)
inconsistency?® imprecision* Very low
1 Includes TVUS, tg-TVUS and TVUS kissing ovaries sign
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2 2 studies did not use a consecutive or random sample, 1 study did not avoid inappropriate exclusions and 1 study did not include all patients in the analysis; unclear whether 1
study avoided inappropriate exclusions; unclear whether in 4 studies the reference standard results were interpreted without knowledge of the results of the index test. In 1
study there was high/unclear applicability concern in terms of population in so called “two-gate” design studies (according to Nisenblat 2016 Cochrane systematic review, a
“‘two-gate” design study includes participants sampled from distinct populations with respect to clinical presentation; the same study includes participants with a clinical
suspicion of having the target condition (e.g. women with pelvic pain) and also participants in whom the target condition is not suspected (e.g. women admitted for tubal
ligation). “Two-gate” studies were included only where all cases and controls belonged to the same population with respect to the reference standard)

3 Inconsistency was assessed by inspection of the sensitivity and specificity forest plots across studies, using the point estimates and confidence intervals

4 The judgment of precision was based on visual inspection of the confidence region in the diagnostic meta-analysis

Table 2: Clinical evidence profile: Bowel endometriosis

Ultrasound! 3 Very serious risk of No serious No serious indirectness  Very serious POOO
bias3 inconsistency imprecision* Very low
Ultrasound?2 2 171 Very serious risk of Serious inconsistency® No serious indirectness  Serious imprecision’ POOO
bias® Very low

1 Includes TVUS, RWC-TVUS and TVUS-BP

2 Includes TRUS

3 2 studies did not use a consecutive or random sample, 1 study did not include all patients in the analysis, 2 studies did not avoid inappropriate exclusions and 2 studies were
not blinded; unclear whether 1 study avoided inappropriate exclusions; unclear whether in 1 study the reference standard results were interpreted without knowledge of the
results of the index test

4 The judgment of precision was based on visual inspection of the confidence region in the diagnostic meta-analysis

5 1 study did not use a consecutive or random sample, 1 study did not include all patients in the analysis and 1study was not blinded; unclear whether in 1 study the reference
standard results were interpreted without knowledge of the results of the index test; unclear whether 1 study avoided inappropriate exclusions, whether the index test results
were interpreted without knowledge of the results of the reference standard and whether there was an appropriate interval between index test and reference standard

6 Inconsistency was assessed by inspection of the sensitivity and specificity forest plots across studies, using the point estimates and confidence intervals

7 Confidence interval for sensitivity in one study ranged from 47% to 100%

Table 5: Clinical evidence profile: DIE

Ultrasound! 3 Seriuos risk of bias? Serious inconsistency?  No serious indirectness  Very serious POeOO
imprecision* Very low
1 Includes TVUS, TVUS-BP and 3D-TVUS
2 1 study did not use a consecutive or random sample and one study did not include all patients in the analysis; unclear if 1 study avoided inappropriate exclusions

3 Inconsistency was assessed by inspection of the sensitivity and specificity forest plots across studies, using the point estimates and confidence intervals
4 The judgment of precision was based on visual inspection of the confidence region in the diagnostic meta-analysis
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Table 3: Clinical evidence profile: Posterior DIE

Ultrasound! 7 Serious risk of bias? Very serious No serious indirectness  Serious imprecision® POOO
inconsistency* Very low

Ultrasound? 2 248 Very serious risk of No serious No serious indirectness ~ No serious imprecision POOO
bias® inconsistency Very low

1 Includes TVUS, tg-TVUS and SVG

2 Includes SVG and 3D-TVUS

3 2 studies did not use a consecutive or random sample, 3 studies did not include all patients in the analysis and 3 studies were not blinded; unclear whether 3 studies avoided
inappropriate exclusions; unclear whether in 2 studies the reference standard results were interpreted without knowledge of the results of the index test; unclear whether in 1
study there was an appropriate interval between index test and reference standard

4 Inconsistency was assessed by inspection of the sensitivity and specificity forest plots across studies, using the point estimates and confidence intervals

5 The judgment of precision was based on visual inspection of the confidence region in the diagnostic meta-analysis

6 1 study did not use a consecutive or random sample, 1study did not include all patients in the analysis and both studies were not blinded; unclear whether 1 study avoided
inappropriate exclusions; unclear whether in 1 study there was an appropriate interval between index test and reference standard

Table 4. Clinical evidence profile: Anterior DIE

Ultrasound! 1 Serious risk of bias! No serious indirectness  No serious imprecision

1 Includes TVUS
2 Unclear whether the study avoided inappropriate exclusions and whether the reference standard results were interpreted without knowledge of the results of the index test

Table 6: Clinical evidence profile: Rectovaginal endometriosis

Ultrasound® 10 Serious risk of bias* Very serious No serious indirectness  Very serious POOO

inconsistency® imprecision® Very low

Ultrasound? 1 90 Serious risk of bias’ N/A No serious indirectness  No serious imprecision PPHOO
Low

Ultrasound® 2 232 Very serious risk of Serious No serious indirectness  Serious imprecision© POOO

bias® inconsistency® Very low

1 Includes TVUS, TVUS-BP, tg-TVUS, introital 3D-US and SVG
2 Includes RWC-TVUS
3 Includes TRUS
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4 4 studies did not use a consecutive or random sample, 2 studies did not include all patients in in the analysis and 3 studies were not blinded; unclear whether 4 studies
avoided inappropriate exclusions; unclear whether in 6 studies the reference standard results were interpreted without knowledge of the results of the index test

5 Inconsistency was assessed by inspection of the sensitivity and specificity forest plots across studies, using the point estimates and confidence intervals

6 The judgment of precision was based on visual inspection of the confidence region in the diagnostic meta-analysis

7 Study did not use a consecutive or random sample; unclear whether the study avoided inappropriate exclusions and whether the reference standard results were interpreted
without knowledge of the results of the index test

8 1 study did not use a consecutive or random sample and was not blinded; unclear whether 1 study avoided inappropriate exclusions

9 Inconsistency was assessed by inspection of the sensitivity and specificity forest plots across studies, using the point estimates and confidence intervals

10 Confidence interval for sensitivity in one study ranged from 2% to 52%

Table 7: Clinical evidence profile: Rectosigmoid endometriosis

Ultrasound! 14 1615 Serious risk of bias* Serious No serious indirectness  No serious imprecision PO

inconsistency® Very low

Ultrasound? 1 202 Very serious risk of N/A No serious indirectness  No serious imprecision PPpOeo
bias® Low

Ultrasound® 4 330 Very serious risk of Serious No serious indirectness  Very serious POOO

bias” inconsistency® imprecision® Very low

1 Includes TVUS, TVUS-BP, tg-TVUS, RWC-TVUS and SVG

2 Includes 3D-TVUS

3includes TRUS

4 4 studies did not use a consecutive or random sample, 3 studies did not include all patients in the analysis and 8 studies were not blinded; unclear whether 5 studies avoided
inappropriate exclusions; unclear whether in 5 studies the reference standard results were interpreted without knowledge of the results of the index test; unclear whether in 1
study there was an appropriate interval between index test and reference standard

5 Inconsistency was assessed by inspection of the sensitivity and specificity forest plots across studies, using the point estimates and confidence intervals

6 Not all patients included in the analysis and study was not blinded

7 1 study did not use a consecutive or random sample, 1 study did not avoid inappropriate exclusions and 3 studies were not blinded; unclear whether in 1 study there was an
appropriate interval between index test and reference standard

8 The judgment of precision was based on visual inspection of the confidence region in the diagnostic meta-analysis

Table 8: Clinical evidence profile: Uterosacral ligament endometriosis

Ultrasound! 7 Serious risk of bias? Very serious No serious indirectness  Serious imprecision® SISISIS)
inconsistency* Very low

Ultrasound? 2 232 Very serious risk of Serious No serious indirectness  Serious imprecision® SISISIS)
bias® inconsistency’ Very low
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1 Includes TVUS, tg-TVUS, TVUS-BP and SVG

2 Includes TRUS

3 3 studies did not use a consecutive or random sample, 2 studies did not include all patients in the analysis and 2 were not blinded; unclear whether 4 studies avoided
inappropriate exclusions; unclear whether in 4 studies the reference standard results were interpreted without knowledge of the results of the index test

4 Inconsistency was assessed by inspection of the sensitivity and specificity forest plots across studies, using the point estimates and confidence intervals

5 The judgment of precision was based on visual inspection of the confidence region in the diagnostic meta-analysis

6 1 study did no use a consecutive or random sample and was not blinded; unclear if another study avoided inappropriate exclusions and whether the reference standard
results were interpreted without knowledge of the results of the index test

7 Inconsistency was assessed by inspection of the sensitivity and specificity forest plots across studies, using the point estimates and confidence intervals

8 Confidence interval for sensitivity in one study ranged from 44% to 97% and specificity from 14% to 79%

Table 9: Clinical evidence profile: Vaginal wall involvement by endometriosis

Ultrasound! 6 Serious risk of bias? Very serious No serious indirectness  Serious imprecision® PO
inconsistency* Very low

Ultrasound? 2 232 Very serious risk of Very serious No serious indirectness No serious imprecision POOO
bias® inconsistency* Very low

1 Includes TVUS, TVUS-BP, tg-TVUS and SVG

2 Includes TRUS

3 2 studies did not use a consecutive or random sample, 2 studies did not include all patients in the analysis and 3 studies were not blinded; unclear whether 3 studies avoided
inappropriate exclusions; unclear whether in 3 studies the reference standard results were interpreted without knowledge of the results of the index test

4 Inconsistency was assessed by inspection of the sensitivity and specificity forest plots across studies, using the point estimates and confidence intervals

5 The judgment of precision was based on visual inspection of the confidence region in the diagnostic meta-analysis

6 1 study did no use a consecutive or random sample and was not blinded; unclear whether 1 study avoided inappropriate exclusions and whether the reference standard
results were interpreted without knowledge of the results of the index test

7 The judgment of precision was based on visual inspection of the confidence region in the diagnostic meta-analysis

Table 10: Clinical evidence profile: Pouch of Douglas endometriosis

Ultrasound! 6 Very serious risk of No serious No serious indirectness ~ No serious imprecision SISISIS)
bias? inconsistency Very low
1 Includes TVUS, TVUS-BP and SVG+TVUS-BP

2 3 studies did not use a consecutive or random sample, 2 studies did not include all patients in the analysis and 4 studies were not blinded; unclear whether 2 studies avoided
inappropriate exclusions; unclear whether in 1 study the reference standard results were interpreted without knowledge of the results of the index test
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Table 12: Clinical evidence profile: Bladder endometriosis

Ultrasound! 5 Very serious risk of Very serious No serious indirectness  Very serious POOO
bias? inconsistency?® imprecision* Very low

1 Includes TVUS, TVUS-BP, tg-TVUS, 3D-TVUS and SVG+TVUS-BP

2 3 studies did not use a consecutive or random sample, 2 studies did not include all patients in the analysis and 4 studies were not blinded; unclear whether 3 studies avoided
inappropriate exclusions; unclear whether in 1 study the reference standard results were interpreted without knowledge of the results of the index test

3 Inconsistency was assessed by inspection of the sensitivity and specificity forest plots across studies, using the point estimates and confidence intervals

4 The judgment of precision was based on visual inspection of the confidence region in the diagnostic meta-analysis

Table 13: Clinical evidence profile: Ovarian endometriosis

Ultrasound! 9 1066 Serious risk of bias? No serious No serious indirectness  No serious imprecision PPpOeo
inconsistency Low

Ultrasound? 1 92 Serious risk of bias* N/A No serious indirectness ~ No serious imprecision bPOeO
Low

1 Includes TVUS, TVUS-BP and tg-TVUS

2 Includes TRUS

3 2 studies did not use a consecutive or random sample, 3 studies did not include all patients in the analysis and 3 studies were not blinded; unclear whether 2 studies avoided
inappropriate exclusions; unclear whether in 1 study the index test results interpreted without knowledge of the results of the reference standard and whether in 4 studies the
reference standard results were interpreted without knowledge of the results of the index test

4 unclear whether the study avoided inappropriate exclusions and whether the reference standard results were interpreted without knowledge of the results of the index test

Diagnosis — Biomarkers: CA-125

Table 5: Clinical evidence profile: endometriosis

CA-125 (>=35 2491 Very serious risk Serious No serious No serious SISISIS)
U/ml) of bias? inconsistency? indirectness imprecision3 Very low
1 5 studies did not use a consecutive or random sample, 10 studies did not pre-specify the threshold used and 5 studies did not include all patients in the analysis; unclear

whether in 12 studies a consecutive or random sample of patients was used; unclear whether 3 studies avoided inappropriate exclusions; unclear whether in 13 studies the
index test results was interpreted without knowledge of the results of the reference standard and whether in 4 studies the reference standard results were interpreted without
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knowledge of the results of the index test; unclear whether in 10 studies the reference standard was likely to correctly classify the target condition. In 8 studies there was
high/unclear applicability concern in terms of population in so called “two-gate” design studies (according to Nisenblat 2016 Cochrane systematic review, a “two-gate” design
study includes participants sampled from distinct populations with respect to clinical presentation; the same study includes participants with a clinical suspicion of having the
target condition (e.g. women with pelvic pain) and also participants in whom the target condition is not suspected (e.g. women admitted for tubal ligation). “Two-gate” studies
were included only where all cases and controls belonged to the same population with respect to the reference standard)

2 Inconsistency was assessed by inspection of the sensitivity and specificity forest plots across studies, using the point estimates and confidence intervals

3 The judgment of precision was based on visual inspection of the confidence region in the diagnostic meta-analysis

Table 6: Clinical evidence profile: endometrioma

CA-125 (>=35 101  Serious risk of No serious No serious PPPO
U/ml) bias? indirectness imprecision Moderate

1 Unclear whether the index test result was interpreted without knowledge of the results of the reference standard

Diagnosis - Biomarkers: HE-4

Table 7: Clinical evidence profile: endometriosis/endometrioma

68 Very serious risk of bias®  N/A No serious indirectness  No serious imprecision @GOOO6
Very low

1 not blinded; unclear whether a consecutive or random sample was used, whether inappropriate exclusions were avoided and whether there was an appropriate interval
between index test and reference standard

Diagnosis - Biomarkers: Nerve fibre marker Protein Gene Product 9.5 (PGP 9.5)

Table 8: Clinical evidence profile

PGP 9.5 429 High risk of bias? Serious inconsistency? No serious indirectness Serious imprecision® @OOO
Very low

1 5 studies did not use a consecutive or random sample, 1 study did not pre-specified the threshold used and 1 study did not include all patients in the analysis; unclear
whether in 1 study a consecutive or random sample of patients was used; unclear whether 2 studies were blinded. In 3 studies there was high/unclear applicability concern in
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terms of population in so called “two-gate” design studies (according to Gupta 2016 Cochrane systematic review, a “two-gate” design study includes participants sampled from
distinct populations with respect to clinical presentation; the same study includes participants with a clinical suspicion of having the target condition (e.g. women with pelvic
pain) and also participants in whom the target condition is not suspected (e.g. women admitted for tubal ligation). “Two-gate” studies were included only where all cases and
controls belonged to the same population with respect to the reference standard)

2 Inconsistency was assessed by inspection of the sensitivity and specificity forest plots across studies, using the point estimates and confidence intervals

3 The judgment of precision was based on visual inspection of the confidence region in the diagnostic meta-analysis

Diagnosis — MR

Table 9: Clinical evidence profile: Pelvic endometriosis

Index test Number of studies n Risk of bias Inconsistency Indirectness Imprecision Quality
MRIL 8 333 Serious risk of bias* Serious inconsistency®  No serious indirectness  Serious OO
imprecision® Very low
MRI2 2 62  Very serious risk of bias”  Serious inconsistency® No serious indirectness  Serious SICISIS)
imprecision® Very low
MRI3 1 31 Very serious risk of bias® N/A No serious indirectness  Serious OO
imprecision© Very low

1 Includes conventional (T1-/T2-w), T1-w+fat-supressed, T-1/T2-w + fat-suppressed/Gd and 3.0T MRI

2 Includes T1-/T2-w + fat-suppressed and fat-suppressed MRI

3 Includes T-1/T2-w + fat-suppressed/Gd MRI

4 4 studies did not use a consecutive or random sample and 2 studies did not include all patients in the analysis; unclear whether in 2 studies a consecutive or random sample
of patients was used; unclear whether 6 studies avoided inappropriate exclusions; unclear whether in 2 studies the reference standard was likely to correctly classify the target
condition; unclear whether in 5 studies the index test results was interpreted without knowledge of the results of the reference standard or the reference standard results were
interpreted without knowledge of the results of the index test

5 Inconsistency was assessed by inspection of the sensitivity and specificity forest plots across studies, using the point estimates and confidence intervals

6 The judgment of precision was based on visual inspection of the confidence region in the diagnostic meta-analysis

7 Both studies did not use a consecutive or random sample and 1 study did not include all patients in the analysis; unclear whether both studies avoided inappropriate
exclusions; unclear whether in both studies the reference standard was likely to correctly classify the target condition; unclear whether on 1 study the reference standard results
were interpreted without knowledge of the results of the index test

8 Confidence interval for specificity in one study ranged from 16% to 100%

9 No consecutive or random sample used and not all patient included in the analysis; unclear whether inappropriate exclusions were avoided; unclear whether the reference
standard was likely to correctly classify the target condition

10 Confidence interval for specificity ranged from 19% to 81%
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Table 5: Clinical evidence profile: DIE

MRI? 212 Seriuos risk of bias?  Serious inconsistency®  No serious indirectness  Very serious imprecision* @©OOO
Very low

1 Includes T-1/T2-w + fat-suppressed/Gd and 3.0T MRI
2 2 studies did not use a consecutive or random sample and one study did not include all patients in the analysis; unclear whether 2 studies avoided inappropriate exclusions;
unclear whether in 1 study the reference standard was likely to correctly classify the target condition; unclear whether in 2 studies the reference standard results were
interpreted without knowledge of the results of the index test
3 Inconsistency was assessed by inspection of the sensitivity and specificity forest plots across studies, using the point estimates and confidence intervals
4 The judgment of precision was based on visual inspection of the confidence region in the diagnostic meta-analysis

Table 10: Clinical evidence profile: Posterior DIE

MRI1 54 Very serious risk of bias®  Serious inconsistency*  No serious indirectness  Serious imprecision® @OOO
Very low
MRI?2 1 23 \Very serious risk of bias®  N/A No serious indirectness  Serious imprecision’” @©OO00O0
Very low

1 Includes Jelly method (T1-/T2-w + fat-suppressed) and 2D FSE T2-w MRI

2 Includes 3D MRI

3 1 study did not use a consecutive or random sample and 1 study did not include all patients in the analysis; unclear whether both studies avoided inappropriate exclusions;
unclear whether in 1 study there was an appropriate interval between index test and reference standard; unclear whether in 1 study the reference standard results were
interpreted without knowledge of the results of the index test

4 Inconsistency was assessed by inspection of the sensitivity and specificity forest plots across studies, using the point estimates and confidence intervals

5 Confidence interval for specificity in one study ranged from 1% to 72%

6 Not all patients were included in the analysis; unclear whether inappropriate exclusions were avoided and whether the reference standard results were interpreted without
knowledge of the results of the index test

7 Confidence interval for specificity ranged from 2% to 72%

Table 11: Clinical evidence profile: Anterior DIE

MRI? 1 106 Serious risk of bias?2  N/A No serious indirectness  Serious imprecision? POeOO
Very low

1 Includes 3.0T MRI
1 Not all patients included in the analysis
2 Confidence interval for sensitivity ranged from 35% to 97%
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Table 6: Clinical evidence profile: Rectovaginal endometriosis

MRI2 288 Very serious risk of Serious No serious Very serious OO
bias? inconsistency? indirectness imprecision* Very low
1 Includes T-1/T2-w + fat-suppressed/Gd MRI
2 1 study did not use a consecutive or random sample and 1 study was not blinded; unclear whether 1 study avoided inappropriate exclusions; unclear whether in 1 study there
was an appropriate interval between index test and reference standard; unclear whether in 2 studies the reference standard results were interpreted without knowledge of the

results of the index test
3 Inconsistency was assessed by inspection of the sensitivity and specificity forest plots across studies, using the point estimates and confidence intervals
4 The judgment of precision was based on visual inspection of the confidence region in the diagnostic meta-analysis

Table 7: Clinical evidence profile: Rectosigmoid endometriosis

MRI? 662 Very serious risk of No serious No serious No serious SISISIS)
bias® inconsistency indirectness imprecision Very low
MRIZ2 1 23 Very serious risk of N/A No serious No serious SISISIS)
bias* indirectness imprecision Very low

1 Includes T-1/T2-w + fat-suppressed/Gd, 2D FSE T2-w, jelly method (T1-/T2-w + fat-suppressed) and 3.0T MRI

2 Includes 3D MRI

3 2 studies did not use a consecutive or random sample, 2 studies did not include all patients in the analysis, 2 studies were not blinded; unclear whether 1 study avoided
inappropriate exclusions; unclear whether in 1 study there was an appropriate interval between index test and reference standard; unclear whether in 3 studies the reference
standard results were interpreted without knowledge of the results of the index test

4 Not all patients included in the analysis; unclear whether the study avoided inappropriate exclusions; unclear whether the reference standard results were interpreted without

knowledge of the results of the index test

Table 8: Clinical evidence profile: Uterosacral ligament endometriosis

MRI2 241  Serious risk of bias? Serious No serious Very serious POOO
inconsistency* indirectness imprecision® Very low

MRIZ2 1 23 Very serious risk of N/A No serious Serious imprecision’ OO
bias® indirectness Very low

1 Includes T-1/T2-w + fat-suppressed/Gd, 2D FSE T2-w and 3.0T MRI
2 Includes 3D MRI
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3 2 studies did not use a consecutive or random sample and 2 studies did not include all patients in the analysis; unclear whether 3 studies avoided inappropriate exclusions;
unclear whether in 1 study the reference standard was likely to correctly classify the target condition; unclear whether in 4 studies the reference standard results were
interpreted without knowledge of the results of the index test

4 Inconsistency was assessed by inspection of the sensitivity and specificity forest plots across studies, using the point estimates and confidence intervals

5 The judgment of precision was based on visual inspection of the confidence region in the diagnostic meta-analysis

6 Not all patients included in the analysis; unclear whether the study avoided inappropriate exclusions; unclear whether the reference standard results interpreted without
knowledge of the results of the index test

7 Confidence interval for specificity ranged from 0.4% to 78%

Table 9: Clinical evidence profile: Vaginal wall involvement by endometriosis

MRI? 248 Very serious risk of Serious inconsistency* No serious Very serious SISISIS)
bias? indirectness imprecision® Very low
MRI2 1 23  Very serious risk of N/A No serious Serious imprecision’ SICISIS)
bias® indirectness Very low

1 Includes T-1/T2-w + fat-suppressed/Gd, 2D FSE T2-w and 3.0T MRI

2 Includes 3D MRI

3 1 study did not use a consecutive or random sample and 2 studies did not include all patients in the analysis; unclear whether 2 studies avoided inappropriate exclusions;
unclear whether in 1 study there was an appropriate interval between index test and reference standard; unclear whether in 3 studies the reference standard results were
interpreted without knowledge of the results of the index test

4 Inconsistency was assessed by inspection of the sensitivity and specificity forest plots across studies, using the point estimates and confidence intervals

5 The judgment of precision was based on visual inspection of the confidence region in the diagnostic meta-analysis

6 Not all patients included in the analysis; unclear whether the study avoided inappropriate exclusions; unclear whether the reference standard results interpreted without
knowledge of the results of the index test

7 Confidence interval for sensitivity ranged from 28% to 99%

Table 10: Clinical evidence profile: Pouch of Douglas endometriosis

MRI* 154 Serious risk of bias?® Serious inconsistency*  No serious indirectness  Serious SISISIS)
imprecision® Very low
MRI? 1 23 Very serious risk of bias®  N/A No serious indirectness  Serious dOBOO6
imprecision’ Very low

1 Includes Jelly method (T1-/T2-w + fat-suppressed), 2D FSE T2-w and 3.0T MRI

2 Includes 3D MRI

3 1 study did not use a consecutive or random sample and 2 studies did not include all patients in the analysis; unclear whether 2 studies avoided inappropriate exclusions;
unclear whether in 1 study the reference standard was likely to correctly classify the target condition; unclear whether in 1 study there was an appropriate interval between
index test and reference standard; unclear whether in 2 studies the reference standard results were interpreted without knowledge of the results of the index test

4 Inconsistency was assessed by inspection of the sensitivity and specificity forest plots across studies, using the point estimates and confidence intervals
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5 The judgment of precision was based on visual inspection of the confidence region in the diagnostic meta-analysis

6 Not all patients included in the analysis; unclear whether the study avoided inappropriate exclusions; unclear whether the reference standard results interpreted without
knowledge of the results of the index test

7 Confidence interval for sensitivity ranged from 42% to 92%

Table 11: Clinical evidence profile: Ureteral endometriosis

MRI* 92 Very serious risk of bias? N/A No serious indirectness Serious imprecision? SISISIS)
Very low

1 Includes T1-/T2-w + fat-suppressed/Gd MRI

2 No consecutive or random sample used; unclear whether there was an appropriate interval between index test and reference standard; unclear whether the reference
standard results interpreted without knowledge of the results of the index test

3 Confidence interval for sensitivity ranged from 16% to 84%

Table 12: Clinical evidence profile: Bladder endometriosis

MRI? 92 Very serious risk of bias? N/A No serious indirectness Serious imprecision® POOO
Very low

1 Includes T1-/T2-w + fat-suppressed/Gd MRI

2 No consecutive or random sample used; unclear whether there was an appropriate interval between index test and reference standard; unclear whether the reference
standard results interpreted without knowledge of the results of the index test

3 Confidence interval for sensitivity ranged from 5% to 54%

Table 13: Clinical evidence profile: Ovarian endometriosis

MRI? 179 Serious risk of bias? No serious inconsistency No serious indirectness  Very serious SISISIS)
imprecision® Very low
1 Includes T1-/T2-w + fat-suppressed/Gd and 3.0T MRI
2 1 study did not use a consecutive or random sample and another study did not include all patients in the analysis; unclear whether 1 study avoided inappropriate exclusions;
unclear whether in 1 study the reference standard was likely to correctly classify the target condition; unclear whether in 2 studies the reference standard results were
interpreted without knowledge of the results of the index test
3 The judgment of precision was based on visual inspection of the confidence region in the diagnostic meta-analysis
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J.11 Diagnosis — Surgilac diagnosis with or without histological confirmation
Not applicable

J.12 Staging Systems

No evidence found

J.13 Pharmacological management — Analgesics

Table 12: Clinical evidence profile: Analgesics versus Placebo

1 study randomis very Nno serious no serious serious* none 10/11 5/8 RR 1.45 281 POOO CRITICAL
ed trial serious'?3 inconsiste  indirectne (90.9% (62.5% (0.82to more Very low

ncy Ss ) ) 2.57)* per
1000
(from
113
fewer to
981
more)

1 study randomis very no serious no serious serious* none @ 4/11 7/9 RR 0.47 412 SISISIS) IMPORTA
ed trial serious®3 inconsiste  indirectne (36.4% (77.8% (0.2to fewer Very low NT
ncy Ss ) ) 1.1)* per
1000
(from
622
fewer to
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78

more)

1 study randomis very no serious  no serious very none 1/11 2/8 RR 0.36 160 POOO CRITICAL
ed trial serious?!? inconsiste  indirectne  serious® (9.1%) (25%) (0.04to fewer Very low
ncy Ss 3.35)* per
1000
(from
240
fewer to
587
more)
ClI: confidence interval; RR: Risk ratio; OR: Odds ratio
*analysis carried out by NGA technical team
1 Unclear sequence generation, allocation concealment and selective reporting
2 Invalidated tool used for pain assessment
3 n=24 randomised, n=20 analysed (19 for overall pain relief and supplementary analgesia needed), no clear exclusion criteria hence high risk of selection bias
4 Wide confidence interval
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J.14 Pharmacological management — Neuromodulators

Table 13: GRADE evidence profile for local anaesthetic (pertubation) versus placebo

1 randomise seriou  no serious no serious  serious? none 9/24 1/18 RR 319 BPOO CRITICAL
d trials st inconsistenc indirectnes (37.5%) (5.6% 6.75 more Low
y s ) (0.94  per
to 1000
48.57) (from 3
fewer
to
1000
more)
1 randomise seriou  no serious no serious  very none 4/24 1/18 RR 3 111 OB CRITICAL
d trials st inconsistenc indirectnes  serious® (16.7%) (5.6% (0.37 more Very low
y s ) to per
24.61) 1000
(from
35
fewer
to
1000
more)
Painscore-VAS >50% improved - At9months
1 randomise seriou  No Sserious no serious  very none 2/24 0/18 Peto 80 POOO CRITICAL
d trials st inconsistenc indirectnes  serious?® (8.3%) (0%) OR more Very low
y S 6.01 per
(0.35 1000
to (from
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102.4
2)4

50
fewer
to 220
more)4

1 randomise seriou  no serious no serious  very none 4124 0/18 Peto 170 POOO CRITICAL
d trials st inconsistenc  indirectnes  serious® (16.7%) (0%) OR more Very low
y S 6.81 per
(0.84 1000
to (from O
51.68) more
4 to 333
more)4
1 randomise no no serious no serious  serious® none 30 30 - MD 1.3 @©PPO CRITICAL
d trials seriou inconsistenc indirectnes lower Moderat
srisk y S (2.18 e
of bias to 0.42
lower)
1 randomise no no serious no serious  no none 30 30 - MD 19 ©&edd CRITICAL
d trials seriou inconsistenc indirectnes serious lower High
s risk y S imprecisio (2.92
of bias n to 0.88
lower)

1 randomise no no serious no serious no none 30 30 -
d trials seriou inconsistenc indirectnes serious
srisk y S imprecisio
of bias n

© National Institute for Health and Care Excellence 2017
295

MD 2.3 @®©HDP CRITICAL
lower High
(3.46



DRAFT FOR CONSULTATION
GRADE tables

to 1.14
lower)

1 randomise no no serious none RR 11 667 OPDD IMPORTANT
d trials seriou  inconsistenc (2.83  more High
srisk vy to per
of bias 42.7) 1000
(from
122
more
to
1000
more)
1 randomise very no serious none Peto 80 POOO IMPORTANT
d trials seriou inconsistenc OR more Very low
sb y 6.01 per
(0.35 1000
to (from
102.4 50
2)4 fewer
to 220
more)4

1 randomise very no serious
d trials seriou inconsistenc
st y
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to 202
more)

Cl: confidence interval; RR: risk ratio; OR: odds ratio; Peto OR: Peto odds ratio; MD: mean difference

1 The patient flow is a little unclear and there is a difference in results using two types of analyses. The categorisation of the pain scale favours the treatment group and there
are conflicting results with another pain outcome used in the same trial.

2 The confidence interval is large ranging from no effect to effect favouring the treatment.

3 The confidence interval for this outcome ranges from an affect favouring placebo to an effect favouring the treatment. There is therefore too much uncertainty around this
effect.

4 Due to zero events in the control group Peto Odds ratio were used rather than Risk Ratios because this method performs well when events are very rare (Bradburn 2007).
This means that the risk difference is reported with confidence intervals.

5 The confidence interval ranged from a high effect to no appreciable benefit.

6 No explanation was provided

Pharmacological management — Hormonal medical treatments

Table 14: Clinical evidence profile: Comparison 1: GnRH agonist versus no treatment

1 randomise  very no serious serious?! serious? none 11/19 3/16 RR3.09 392 POOO CRITICAL
d trials seriou inconsistency (57.9% (18.8 (1.04to more Very low
S ) %) 9.18) per
1000
(from 7
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more
to
1000
more)

ClI: confidence interval; RR: risk ratio; VAS: Visual Analog Scale
1 The main symptom of the study population was not pain (infertility)
2 Confidence interval crosses one threshold

Table 15: Clinical evidence profile: Comparison 2: GnRH agonist versus placebo

1 randomise serious no serious no serious  no serious none 44 44 - MD 6.30 HPDHO CRITICAL
d trials a inconsistenc  indirectnes  imprecisio lower Moderate
y S n (9.93to
2.67
lower)
1 randomise serious no serious Nno Serious  no serious none 44 44 - MD 4.4 ©PPO CRITICAL
d trials 4 inconsistenc  indirectnes  imprecisio lower Moderate
y S n (6.93 to
1.87
lower)
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randomise serious no serious no serious  no serious none MD 3.1 DD O CRITICAL
d trials a inconsistenc  indirectnes  imprecisio lower Moderate
y S n (4.85to
1.35
lower)

1 randomise Seriou  no serious no serious  no serious none 16/23  4/23 RR 4 522 DDDO CRITICAL
d trials s2 inconsistenc  indirectnes  imprecisio (1.58 more Moderate
y S n to per
10.15) 1000
(from
101
more to
1000
more)

1 randomise serious no serious no serious  very none 10/23  9/23 RR 43 more HOOO CRITICAL
d trials 2 inconsistenc  indirectnes  serious® (43.5 (39.1 1.11 per Very low
y S %) %) (0.56 1000
to (from
2.22) 172
fewer to
477
more)
ClI: confidence interval; MD: mean difference; RR: risk ratio; VAS: Visual Analog Scale
1 Outcomes measured immediately after treatment period are of less clinical relevance than sustained post-treatment effects
2 No details provided regarding sequence generation and allocation concealment (unclear risk)
3 Confidence intervals for estimate are very wide crossing two thresholds
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Table 16: Clinical evidence profile: Comparison 3: Combined oral contraceptive pill versus placebo

1 randomise Seriou no serious  NO Serious  Nno Sserious none 49 47 - MD 215 HPpPHO CRITICA
d trials st inconsisten indirectnes imprecisio lower Moderate L
cy s n (28.14
to 14.86
lower)
1 randomise seriou NO Serious  No serious  serious? none 49 47 - MD 6.6 PPpOeo CRITICA
d trials st inconsisten indirectnes lower Low L
cy S (14.27
lower to
1.07
higher)
1 randomise seriou NoO Serious  no Serious  serious? none 11/49 19/47 RR 178 DPOO CRITICA
d trials st inconsisten indirectnes (22.4%) (40.4% 0.56 fewer Low L
cy S ) (0.3to  per
1.04) 1000
(from
283
fewer to
16
more)

Cl: confidence interval; MD: mean difference; RR: risk ratio; VAS: Visual Analog Scale
1 Short duration of treatment is of limited relevance to clinical practice
2 Confidence interval crosses one threshold
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Table 17: Clinical evidence profile Comparison 1. GhRH agonist versus danazol

1 randomise no no serious no serious  serious?t none 22 19 - MD 0.2 PPPO CRITICAL
d trials serious inconsistenc indirectnes lower Moderate
riskof vy S (0.78
bias lower to
0.38
higher)
1 randomise no no serious no serious  serious?t none 22 19 - MD 0.2 PPPO CRITICAL
d trials serious inconsistenc indirectnes lower Moderate
risk of vy S (0.75
bias lower to
0.35
higher)
1 randomise no no serious no serious  very none 22 19 - MD 0.1 PO CRITICAL
d trials serious inconsistenc indirectnes serious? lower Low
risk of vy S (0.59
bias lower to
0.39
higher)
Pelvic induration at 6 months (assessed with TSSS, scale not defined, assumed better indicated by lower values)
1 randomise no no serious no serious  serious? none 22 19 - MD 0.2 PPPO CRITICAL
d trials serious inconsistenc indirectnes higher Moderate
risk of vy S (0.29
bias lower to
0.69
higher)
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randomise no serious no serious  serious?! none 4/11 5/14 7 more DD O IMPORTAN
d trials serious inconsistenc indirectnes (36.4%) (35.7 1.02 per Moderate T
risk of vy S %) (0.36 1000
bias to (from
2.91) 229
fewer to
682
more)
1 randomise very no serious no serious  non none 0/111 0/58 Not - PPOO CRITICAL
d trials serious inconsistenc indirectnes calculable (0%) (0%) estima Low
3 y s & ble

ClI: confidence interval; RR: relative risk; MD: mean difference; TSSS: Total Symptom Severity Scale; QoL: quality of life
1 Confidence interval crosses one threshold

2 Confidence interval crosses two thresholds

3 Reporting bias, i.e. not possible to access imprecision as only descriptive data reported

4 Only descriptive data reported

Table 18: Clinical evidence profile Comparison 2: GhRH agonist versus levonorgestrel-releasing intrauterine system
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MD12 HHPO CRITICA
lower Moderate L

(7.79

lower to

5.39

higher)

randomise no serious
d trials serio  inconsistenc
us y
risk
of
bias

Cl: confidence interval; MD: mean difference; QoL: quality of life; PGWBI: Psychological Well-Being index questionnaire

1 Confidence interval crosses one threshold

Table 19: Clinical evidence profile Comparison 3: GnRH agonist versus DMPA-SC

1 randomise no no serious
d trials seriou inconsistenc
srisk y
of
bias
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1 randomise no no serious none MD DPDD IMPORTAN
d trials seriou inconsistenc imprecision 6.38 High T
srisk y higher
of (1.94
bias lower to
14.7
higher)
1 randomise no no serious none MD PPPHO IMPORTAN
d trials seriou inconsistenc 7.35 Moderate T
srisk y lower
of (16.63
bias lower to
1.93
higher)
1 randomise no no serious none MD bPPO IMPORTAN
d trials seriou inconsistenc 3.64 Moderate T
srisk y lower
of (12.92
bias lower to
5.64
higher)

ClI: confidence interval; DMPS: depot medroxyprogesterone acetate; IM: intramuscular; MD: mean difference; SC: subcutaneous

1 Confidence interval crosses one threshold
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Table 20: Clinical evidence profile Comparison 1: GhRH agonist 1 + placebo versus GnRH agonist 2 + placebo

randomis  no no serious no serious  very none 53/99 58/93 RR 87 fewer HHOO CRITICA
ed trials seriou inconsistenc indirectnes  serious? (53.5%) (62.4%) 0.86 per Low L
srisk y s (0.67 1000
of to (from
bias 1.09) 206
fewer to
56
more)
1 randomis  no no serious no serious  very none 73/99 74/91 not not PPOO CRITICA
ed trials seriou inconsistenc  indirectnes  serious? (73.7%) (81.3%) pooled pooled Low L
srisk y S
of
bias

ClI: confidence interval; IM: intramuscular; IN: intranasal; LA: leuprorelide acetate; NS: nasal spray; RR: risk ratio
1 Assessed after the end of treatment period
2 Quiality of evidence was downgraded by 2 points owing to very serious imprecision: confidence interval crosses two default thresholds
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Table 21: Comparison 2: GnRH agonist + placebo versus Progestin + placebo

1 randomis very no serious no serious non none 17 13 The results MD 0 POOOB CRITICAL
edtrials  seriou inconsisten indirectne calculable indicate an higher  Very low
st cy SS 2 improvement (0Oto O

in the nafarelin  higher)
group, but not

in the MPA

group (p=0.06)

1 randomis very no serious no serious non none 17 13 The results not POOO CRITICAL
edtrials  seriou inconsisten indirectne calculable indicate no pooled Very low

st cy ss 2 significant
difference
between
groups in
household
work score
(data not
shown)

1 randomis very no serious no serious non none 17 13 The results not POOO CRITICAL
edtrials  seriou inconsisten indirectne calculable indicate no pooled Very low
st cy S 2 significant
difference
between
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groups in
vacation life
score (p=0.72)

1 randomis very no serious no serious
ed trials  seriou inconsisten indirectne
st cy ss

none

The results not POeOO CRITICAL
indicate no pooled Very low

significant

difference

between

groups in

leisure score

(p=0.93)

1 randomis very no serious no serious
edtrials  seriou inconsisten indirectne

st cy S

none

The results not POOO CRITICAL
indicate no pooled Very low

significant

difference

between

groups in

sexual life

score (p=0.90)

1 randomis very no serious  no serious
ed trials  seriou inconsisten indirectne

st cy ss
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between
groups in
sleep
disturbance
(difficulties of
falling asleep,
early wakening
and
nightmares)
score (p=0.19)

1 randomis very no serious no serious non none 17 13
ed trials  seriou inconsisten indirectne calculable
st cy ss 2

The results not POOO CRITICAL
indicate no pooled Very low

significant

difference

between

groups in

anxiety-

depression

score (p=0.20)

1 randomis very no serious  NoO serious non none 17 13
ed trials  seriou inconsisten indirectne calculable
st cy S 2
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motivation
score (p=0.41)

1 randomis very no serious no serious
ed trials  seriou inconsisten indirectne
st cy ss

none

The results not POeOO CRITICAL
indicate no pooled Very low

significant

difference

between

groups in

emotional

balance score

(p=0.44)

1 randomis very no serious no serious
edtrials  seriou inconsisten indirectne

st cy S

none

The results not POOO CRITICAL
indicate no pooled Very low

significant

difference

between

groups in

structure score

(p=0.41)

1 randomis very no serious  no serious
ed trials  seriou inconsisten indirectne

st cy ss
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between
groups in
coping score
(p=0.39)

1 randomis very no serious no serious non none 17 13 The results not POOO CRITICAL
edtrials  seriou inconsisten indirectne calculable indicate no pooled Very low
st cy ss 2 significant
difference
between
groups in

psychological
work demands
score (p=0.51)

1 randomis very no serious no serious non nones 17 13 The results not POOO CRITICAL
edtrials  seriou inconsisten indirectne calculable indicate no pooled Very low

st cy S 2 significant
difference
between
groups in
Intellectual
discretion at
work score
(p=0.95)
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randomis very no serious no serious none The results not SISISIS) CRITICAL
edtrials  seriou inconsisten indirectne calculable indicate no pooled Very low
st cy S 2 significant
difference
between
groups in
“authority over
decisions at
work” score
(p=0.39)

1 randomis very no serious no serious non none 17 13 The results not b6 CRITICAL
edtrials  seriou inconsisten indirectne calculable indicate no pooled Very low
st cy ss 2 significant
difference
between
groups in
“social support
at work” score
(p=0.68)
ClI: confidence interval; IN: intranasal; MD: mean difference, Q: questionnaire
1 The quality of the evidence was downgraded of 2 points because of the high risk of reporting bias (i.e. not possible to access imprecision as only descriptive data reported)
and the potential risk of detection bias (no details were given about randomization and allocation concealment methods)
2 Only descriptive data reported, no sufficient details given to assess the minimally important difference threshold and the imprecision
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Table 22: Clinical evidence profile Comparison 3: GhnRH agonist + placebo versus Danazol + placebo

1 randomis  Seriou  no serious no serious  very none 33 16 - MD 0.1 POeOO CRITICAL
ed trials s? inconsistenc  indirectnes  serious? lower Very low
y S (0.38
lower to
0.18
higher)
1 randomis  serious no serious no serious  very none 33 16 - MD 0 DOOO  CRITICAL
ed trials 2 inconsistenc  indirectnes  serious® higher Very low
y (S (0.28
lower to
0.28
higher)

ClI: confidence interval; MD: mean difference; NS: nasal spray

1 Assessed after the end of the treatment period

2 Quiality of evidence was downgraded by 1 point owing to unclear risk of selection bias (no details given about allocation concealment methods)
3 Quiality of evidence was further downgraded by 2 points owing to very serious imprecision: confidence interval crosses two default thresholds
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Table 23: Clinical evidence profile Comparison 3: GhRH agonist + placebo versus Danazol + placebo

randomis  Seriou  no serious no serious  very none 50/65 23/31 RR 1.04 30 SISISIS) CRITICAL
ed trials s? inconsistenc  indirectnes  serious?® (76.9%) (74.2%) (0.81to more Very low
y S 1.33) per
1000
(from
141
fewer
to 245
more)

1 randomis  Seriou  no serious no serious  very none 59/65 27/31 RR 1.04 35 DPOOO  CRITICAL
ed trials s? inconsistenc indirectnes  serious?® (90.8%) (87.1%) (0.89to0  more Very low
y s 1.22) per
1000
(from
96
fewer
to 192
more)
Cl: confidence interval; RR: risk ratio
1 Assessed after the end of the treatment period
2 Quiality of evidence was downgraded by 1 point owing to unclear risk of selection bias (no details about allocation concealment method and unclear description of the
allocation concealment procedure)
3 Quiality of evidence was downgraded by 2 points owing to very serious imprecision: confidence interval crosses two default thresholds
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Table 24: Clinical evidence profile Comparison 3: GnRH agonist + placebo versus Danazol + placebo

1 randomis  Seriou  no serious no serious  Serious%®  none 93/128 95/125 RR 30 BOOO CRITICAL
ed trials s? inconsistenc  indirectnes (72.7%) (76%) 0.96 fewer  Very low

y s (0.83 per

to 1000

1.112) (from

129

fewer

to 84

more)

Cl: confidence interval; IM: intramuscular; RR: risk ratio
1 Assessed after the end of treatment period

2 Quality of evidence was downgraded by 1 point owing to unclear risk of detection bias (no details were given about randomization and allocation concealment methods)
3 Quality of evidence was further downgraded by 1 point owing to serious imprecision: confidence intervals crosses one default threshold and p is higher than 0.1

Table 25: Clinical evidence profile Comparison 1: Depot medroxyprogesterone acetate versus cCOP + danazol

no none 36 32 - MD 1.84 PPHPS CRITICAL
serious lower (2.23 Moderat

imprecisi to 1.45 e

on lower)

1 randomis  serious! no no
ed trials serious serious
inconsiste indirectne
ncy Ss
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randomis  serious! no no serious? none - MD 0.3 PO CRITICAL
ed trials serious serious lower (1.18 Low
inconsiste indirectne lower to 0.58
ncy ss higher)
1 randomis  serious! no no serious3 none 36 32 - MD 0.6 POOO CRITICAL
ed trials serious serious higher (0.09 Low
inconsiste indirectne lower to 1.29
ncy ss higher)
1 randomis  serious! no no no none 36 32 - MD 1.3 bPPE CRITICAL
ed trials serious serious serious lower (1.79 Moderat
inconsiste indirectne  imprecisi to 0.81 e
ncy SS on lower)
1 randomis  serious! no no serious? none 31 28 - MD 0.3 PDOOS CRITICAL
ed trials serious serious lower (1.41 Low
inconsiste indirectne lower to 0.81
ncy SS higher)
~Pain at the end of the treatment period (12 months) - Non menstrual pain (10 cm VAS: better indicated by lower values)
1 randomis  serious! no no serious?® none 36 32 - MD 0.4 BOOO6 CRITICAL
ed trials serious serious higher (0.35  Very low
inconsiste indirectne lower to 1.15
ncy SS higher)
 Patient satisfaction with treatment at the end of treatment period (12 months) (very satisfied/satisfiedy
1 randomis  serious! no no serious? none 29/40 23/40 RR 149 more bGP IMPORTA
ed trials serious serious (72.5%) (57.5%) 1.26 per 1000 Low NT
inconsiste indirectne (0.91 (from 52
ncy S to fewer to 431
1.75) more)
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Cl: confidence interval; MD: mean difference; RR: relative risk; VAS: Visual Analog Scale
1 'Open label', subjects not blinded

2 Confidence interval crosses one default threshold

3 Confidence interval crosses two default thresholds

Table 26: Clinical evidence profile Comparison 2: GhRH agonist + E/P pill versus E/P pill

1 randomi  serioust no no no none 55 46 - MD 1.9 DDDO CRITICAL
sed serious  serious serious lower Moderate
trials inconsis indirectne  imprecisio (2.54 to
tency SS n 1.26
lower)
1 randomi  serious? no no no none 55 46 - MD 2.5 PPPO CRITICAL
sed serious  serious serious lower (3 Moderate
trials inconsis indirectne  imprecisio to2
tency S n lower)
1 randomi  serious? no no no none 49 46 - MD 2.7 PPPO CRITICAL
sed serious  serious serious lower Moderate
trials inconsis indirectne  imprecisio (3.34to
tency ss n 2.06
lower)
1 randomi  serioust no no serious? none 49 46 - MD 0.8 PHOO CRITICAL
sed serious  serious higher Low
trials inconsis  indirectne (0.33to
tency ss 1.27
higher)

ClI: confidence interval; E/P: oestrogen plus progestogen; MD: mean difference; VAS: Visual Analog Scale
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1 No blinding of study participants, investigators or assessors reported
2 Confidence interval crosses one default threshold

Table 27: Clinical evidence profile Comparison 3: GhRH agonist versus cCOP

1 randomi seriou no serious no serious? none 22 22 - MD 1.8 lower ©HOO CRITICAL
sed st inconsisten  serious (3.4t00.2 Low
trials cy indirectne lower)
SS
1 randomi seriou  no serious no serious? none 26 24 - MD 0.2 PPOO CRITICAL
sed st inconsisten  serious higher (1.11  Low
trials cy indirectne lower to 1.51
S higher)
1 randomi seriou  no serious no very none 26 24 - MD 0.1 POOO CRITICAL
sed st inconsisten  serious serious® higher (1.08  Very low
trials cy indirectne lower to 1.28
ss higher)
1 randomi seriou  no serious no serious? none 22 21 - MD 0.4 lower HPHOO CRITICAL
sed st inconsisten  serious (2.1 lowerto  Low
trials cy indirectne 1.3 higher)
SS
~Pain at 6 months after treatment period - Non menstrual pain (10-point VAS: better indicated by lower values)
1 randomi seriou no serious no serious? none 26 24 - MD 0.3 GPO6 CRITICAL
sed st inconsisten  serious higher (1.25 Low
trials cy indirectne lower to 1.85
Ss higher)

Cl: confidence interval; cOCP: combined oral contraceptive pill; MD: mean difference; VAS: Visual Analog Scale
1 No blinding of participants, investigators or assessors reported
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2 Confidence interval crosses one default threshold
3 Confidence interval crosses two default thresholds

J.16 Non-pharmacological management

Table 28: Clinical evidence profile: Comparison 1: cOCP and Dan’e compared to no treatment for endometriosis

1 randomised no no serious no serious  very none 13/16 19/24 RR 1.03 24 more PDPOO IMPORTANT
trials serious inconsistency indirectness serious? (81.3%) (79.2%) (0.75t0 per 1000 Low
risk of 1.4) (from 198
bias fewer to
317 more)
1 randomised no no serious no serious  very none 3/16 3/24 RR 1.5 62 more DPOO IMPORTANT
trials serious inconsistency indirectness serious?! (18.8%) (12.5%) (0.34to per 1000 Low
risk of 6.52) (from 82
bias fewer to
690 more)

ClI: confidence interval; RR: risk ratio; cOCP: combined oral contraceptive pill
1 Confidence interval for estimate is very wide crossing two thresholds

Table 29: Clinical evidence profile: Comparison 2: cOCP and Dan’e compared to cOCP for endometriosis
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1 randomised no no serious no serious serious? none 13/16 14/20 RR 1.16 112 more PPO IMPORTANT
trials serious inconsistency indirectness (81.3%) (70%) (0.8to per 1000 Moderate
risk of 1.68) (from 140
bias fewer to
476 more)
1 randomised no no serious no serious very serious’ none 3/16 4/20 RR 0.94 12 fewer pPHOO IMPORTANT
trials serious inconsistency indirectness (18.8%) (20%) (0.24to per 1000 Low
risk of 3.6) (from 152
bias fewer to
520 more)

ClI: confidence interval; RR: Risk ratio; cOCP: combined oral contraceptive pill
1 Confidence interval for estimate is very wide crossing two thresholds
2 Confidence interval for estimate is very wide crossing one threshold

Table 30: Clinical evidence profile: Comparison 3: Diet compared to Placebo for endometriosis

1 randomised no no serious no serious very none 11/62 10/60 RR 1.06 10 more @PHOO IMPORTANT
trials serious inconsistency indirectness  serious? (17.7%) (16.7%) (0.49to 2.32) per 1000 Low
risk of (from 85
bias fewer to
220 more)

1 The recurrence of endometrioma was defined as the presence of cyst, detected by transvaginal ultrasonography, with a pattern suggesting an endometrioma more than 20
mm in diameter.
2 Confidence interval for estimate is very wide crossing two thresholds

Table 31: Clinical evidence profile: Comparison 4: Diet compared to GnRHa for endometriosis
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1 randomised no no serious no serious very none 11/62 6/58 RR 74 more per OO IMPORTANT
trials serious inconsistency indirectness  serious? (17.7%) (10.3%) 1.72 1000 (from Low
risk of (0.68 to 33 fewer to
bias 4.34) 346 more)

ClI: confidence interval; RR: Risk ratio
1 The recurrence of endometrioma was defined as the presence of cyst, detected by transvaginal ultrasonography, with a pattern suggesting an endometrioma more than 20

mm in diameter.
2 Confidence interval for estimate is very wide crossing two thresholds

Table 32: Clinical evidence profile: Comparison 5: Diet compared to cOCP for endometriosis

1 randomised no no serious no serious very none 11/62 9/60 RR 1.18 27 more per @POO IMPORTANT
trials serious inconsistency indirectness  serious? (17.7%) (15%) (0.53 to 1000 (from Low
risk of 2.65) 71 fewer to
bias 248 more)

ClI: confidence interval; RR: Risk ratio; cOCP: combined oral contraceptive pill
1 The recurrence of endometrioma was defined as the presence of cyst, detected by transvaginal ultrasonography, with a pattern suggesting an endometrioma more than 20

mm in diameter.
2 Confidence interval for estimate is very wide crossing two thresholds

Table 33: Comparison 6: Acupuncture compared to Sham acupuncture for endometriosis
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1 randomise serious no serious no serious  serious* none 9 5 - MD 3.4 HPOO CRITICAL
d trials g inconsistency indirectness lower Low
(5.82to
0.98
lower)
Change (from baseline) in pain in last 4 weeks - at 8 weeks (ESSS) (Better indicated by lower values)
1 randomise serious no serious no serious  very none 9 6 - MD 0.5 OO CRITICAL
d trials g inconsistency indirectness serious® lower  Very low
(3.22
lower to
2.22
higher)
Change (from baseline) in pain in last 2 months - Chronic pelvic pain (Better indicated by lower values)
1 randomise serious no serious no serious  very none 20 22 - MD 3.29 &PpPO CRITICAL
d trials e inconsistency indirectness serious® lower  Moderate
(3.97 to
2.61
lower)
Change (from baseline) in pain in last 2 months - Dyspareunia (Better indicated by lower values)
1 randomise serious no serious no serious  very none 20 22 - MD 3.76 &PDPO CRITICAL
d trials g inconsistency indirectness serious® lower  Moderate
(4.55to
2.97
lower)
Change (from baseline) in pain in last 4 weeks - at 6 months (ESSS) (Better indicated by lower values)
1 randomise serious no serious no serious  very none 9 5 - MD 0.8 OO CRITICAL
d trials g inconsistency indirectness serious® lower Very low
(4.66
lower to
3.06
higher)
Change (from baseline) in QoL (EHP Total score) - at 4 weeks (EHP) (Better indicated by lower values)
1 randomise serious no serious no serious  serious* none 9 5 - MD 215 §PHOO CRITICAL
d trials g inconsistency indirectness lower Low
(39.27 to
3.73
lower)
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1 randomise serious no serious no serious  serious* none 9 6 - MD 19.7 PO O CRITICAL
d trials g inconsistency indirectness lower Low
(38.7 to
0.7
lower)
Change (from baseline) in QoL (EHP Total score) - at 6 months (EHP) (Better indicated by lower values)
1 randomise serious no serious no serious  serious* none 9 5 - MD 20.9 §HOO CRITICAL
d trials g inconsistency indirectness lower Low
(37.57 to
4.23
lower)
Change (from baseline) in QoL (Paediatric QoL Inventory Total score)! - at 4 weeks (Better indicated by higher values)
1 randomise serious no serious no serious  serious* none 9 5 - MD 10.1 OO CRITICAL
d trials g inconsistency indirectness higher Low
(3.26
lower to
23.46
higher)
Change (from baseline) in QoL (Paediatric QoL Inventory Total score)! - at 8 weeks (Better indicated by higher values)
1 randomise serious no serious no serious  serious* none 9 6 - MD 14.2 §pOO CRITICAL
d trials < inconsistency indirectness higher  Low
(0.94
lower to
29.34
higher)
Change (from baseline) in QoL (Paediatric QoL Inventory Total score)! - at 6 months (Better indicated by higher values)
1 randomise serious no serious no serious  serious* none 9 5 - MD 149 §PHOO CRITICAL
d trials £ inconsistency indirectness higher Low
(.18 to
28.62
higher)
Change (from baseline) in activities of daily living (3 activity score)? - at 4 weeks (Better indicated by lower values)
1 randomise serious no serious no serious  very none 9 5 - MD 29 OO IMPORTANT
d trials g inconsistency indirectness serious® lower Very low
(4.85to
0.95
lower)
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1 randomise serious no serious no serious  serious* none 8 6 - MD 1.8 ©POooO IMPORTANT
d trials i inconsistency indirectness lower Low
(4.48
lower to
0.88
higher)

1 randomise serious no serious no serious  very none 9 5 - MD 1.7 OO IMPORTANT
d trials a inconsistency indirectness serious® lower  Very low
(5.21
lower to
1.81
higher)
Ci: confidence interval; MD: mean difference; ESSS: Endometriosis Symptom Severity Scale (0-10); EHP: Endometriosis Health Profile-30 (subscales range 0-100)
1 Paediatric QoL Inventory Total score (subscales range 0-100)
2 Activity scale scores range 0-10
3 Due to dropouts
4 Confidence interval for estimate is very wide crossing one threshold
5 Confidence interval for estimate is very wide crossing two thresholds
6 The quality of the evidence was downgraded because of the unclear risk of attrition bias (no details provided in the text), unclear risk of detection bias

Table 34: Clinical evidence profile: Comparison 7: Acupuncture compared to Danazol for endometriosis

1 randomised serious? no serious no serious  very none 3/35 5/35 RR 0.6 57 fewer HOOEO6 IMPORTANT
trials inconsistency indirectness serious® (8.6%) (14.3%) (0.16to per 1000 Very low
2.32) (from 120
fewer to
189 more)

Cl: confidence interval; RR: Risk ratio

1 Defined as complete relief of pain and other symptoms after medication and no relapse in the next 3 menstrual cycles
2 No blinding

3 Confidence interval for estimate is very wide crossing two thresholds

© National Institute for Health and Care Excellence 2017
323



DRAFT FOR CONSULTATION
GRADE tables

Table 35: Clinical evidence profile: Comparison 8: Acupuncture compared to Chinese herbal medicine for endometriosis

1 randomised serious! no serious no serious  very none 37 30 - MD 4.81 @HOOGOG CRITICAL
trials 2 inconsistency indirectness serious® lower Very low
(6.25 to
3.37
lower)

1 randomised serious? no serious no serious  Serious?* none 11/37 3/30 RR 2.97 197 more @POO IMPORTAN
trials inconsistency indirectness (29.7%) (10%) (0.91to per 1000 Low T
9.7) (from 9
fewer to
870 more)
ClI: confidence interval; MD: mean difference
1 Defined according Guideline for Clinical Research on New Chinese Drugs for Treatment of Pelvic Endometriosis
2 No blinding
3 Confidence interval for estimate is very wide crossing two thresholds
4 Confidence interval for estimate is very wide crossing one threshold

Table 36: Clinical evidence profile: Comparison 9: Chinese herbal medicine compared to Placebo for endometriosis

1 randomised serious! no serious no serious very none 7 5 - MD 1.22 6066 CRITICAL
trials inconsistency indirectness serious? lower Very low
(3.81
lower to
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1.37
higher)

1 randomised serious® no serious no serious very none 5 3 - MD 0.76 §OOE CRITICAL
trials inconsistency indirectness serious? higher  Very low
(1.53
lower to
3.05
higher)

1 randomised serious! no serious no serious very none 7 5 - MD 0.08 OO CRITICAL
trials inconsistency indirectness serious? higher  Very low
(2.87
lower to
3.03
higher)

1 randomised serious! no serious no serious very none 7 6 - MD 0.74 0606 CRITICAL
trials inconsistency indirectness serious? higher  Very low
(1.81
lower to
3.29
higher)

1 randomised serious! no serious no serious very none 8 10 - MD 0.58 066 IMPORTANT
trials inconsistency indirectness serious? lower Very low
(2.41
lower to
1.25
higher)

1 randomised serious! no serious no serious serious?® none 8 10 - MD 0.9 PO IMPORTANT
trials inconsistency indirectness lower Low
(2.68
lower to
0.88
higher)
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1 randomised serious! no serious no serious very none 8 9 - MD 0.69 666 IMPORTANT
trials inconsistency indirectness serious? lower Very low
(2.31
lower to
0.93
higher)

1 randomised serious! no serious no serious serious? none 7 10 - MD 1.06 &6 IMPORTANT
trials inconsistency indirectness lower Low
(2.95
lower to
0.83
higher)

1 randomised serious! no serious no serious very none 11 7 - MD 0.32 §OOE6 CRITICAL
trials inconsistency indirectness serious? lower Very low
(20.01
lower to
9.37
higher)

1 randomised serious! no serious no serious very none 11 7 - MD 1.73 066 IMPORTANT
trials inconsistency indirectness serious? lower Very low
(7.35
lower to
3.89
higher)

1 randomised serious! no serious no serious very none 11 7 - MD 0.37 666 IMPORTANT
trials inconsistency indirectness  serious? lower  Very low
(4.38
lower to
3.64
higher)

1 randomised serious! no serious no serious serious?® none 11 7 - MD 2.71 &6 IMPORTANT
trials inconsistency indirectness lower Low
(7.09
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lower to
1.67
higher)

1 randomised serious?® no serious no serious very none 11 7 - MD 0.46 OO IMPORTANT
trials inconsistency indirectness serious? higher  Very low
(2.22
lower to
3.14
higher)
ClI: confidence interval; MD: mean difference; MYMOP: Measure Your own Medical Outcomes Profile (1-7-point Likert scale); QoL: quality of life
1 Due to drop outs
2 Confidence interval for estimate is very wide crossing two thresholds
3 Confidence interval for estimate is very wide crossing one threshold

Table 37: Clinical evidence profile: Comparison 10: Chinese herbal medicine (oral) compared to Danazol for endometriosis

1 randomise serious no serious serious no serious none 9/16 2/18 RR5.06 451 more per HOO IMPORTANT
d trials 2 inconsistency indirectness® imprecision (56.3%) (11.1 (1.28to 1000 (from  Low
%) 20.05) 31 more to
1000 more)
1 randomise serious no serious no serious  serious* none 16 18 - MD 1.01 BPOE CRITICAL
d trials g inconsistency indirectness lower (3.11 Low
lower to 1.09
higher)
1 randomise serious no serious no serious  serious?* none 14/16 13/18 RR 1.21 152 more per @HOO CRITICAL
d trials g inconsistency indirectness (87.5%) (72.2 (0.86to 1000 (from Low
%) 1.7) 101 fewer to
506 more)
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1 randomise serious no serious no serious  serious* none 10/12 6/12 RR 1.67 335 more per @HO S CRITICAL
d trials 2 inconsistency indirectness (83.3%) (50%) (0.9to 1000 (from  Low
3.1) 50 fewer to
1000 more)
1 randomise serious no serious no serious  serious* none 10/11 9/13 RR 1.31 215 more per §HO S IMPORTANT
d trials 2 inconsistency indirectness (90.9%) (69.2 (0.87to 1000 (from Low
%) 1.97) 90 fewer to
672 more)
1 randomise serious no serious no serious  very none 9/12 8/15 RR 1.41 219 more per §OO O IMPORTANT
d trials g inconsistency indirectness serious® (75%) (53.3 (0.79to 1000 (from  Very
%) 2.5) 112 fewer to |ow
800 more)

Cl: confidence interval; RR: Risk ratio; MD: mean difference

1 Defined as a complete resolution of all symptoms and signs and included pregnancy, when desired, within three years of stopping treatment
1 Not clear if blinding was performed

3 Although the outcome is defined, it is wide encompassing different symptoms and signs

4 Confidence interval for estimate is very wide crossing one threshold

5 Confidence interval for estimate is very wide crossing two thresholds

Table 38: Clinical evidence profile: Comparison 11: Chinese herbal medicine (oral + enema) compared to Danazol for endometriosis

1 randomised serious2 no serious serious no serious none 15/24 2/18 RR 5.62 513 more @POOS IMPORTANT
trials inconsistency indirectness® imprecision (62.5%) (11.1%) (1.47to per 1000 Low
21.54) (from 52
more to
1000
more)
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1 randomised serious? no serious no serious serious* none 24 18 - MD 2.9 PPOO CRITICAL
trials inconsistency indirectness lower Low
(4.55 to
1.25
lower)
Lumbosacral pain relief (Better indicated by lower values) - at the end of 3 months treatment
1 randomised serious? no serious no serious serious* none 20/24 13/18 RR 1.15 108 more POO CRITICAL
trials inconsistency indirectness (83.3%) (72.2%) (0.82to per 1000 Low
1.62) (from 130
fewer to
448 more)
Rectal irritation relief (Better indicated by lower values) - at the end of 3 months treatment
1 randomised serious? no serious no serious  serious* none 16/18 6/12 RR 1.78 390 more POO CRITICAL
trials inconsistency indirectness (88.9%) (50%) (0.99to per 1000 Low
3.2) (from 5
fewer to
1000
more)
Tenderness of vaginal nodules in posterior fornix - at the end of 3 months treatment
1 randomised serious? no serious no serious  serious* none 14/16 9/13 RR 1.26 180 more PO IMPORTANT
trials inconsistency indirectness (87.5%) (69.2%) (0.84to per 1000 Low
1.9) (from 111
fewer to
623 more)
Adnexal masses disappearance or shrinkage - at the end of 3 months treatment
1 randomised serious2 no serious no serious serious* none 19/21 8/15 RR 1.7 373 more §PHOO IMPORTANT
trials inconsistency indirectness (90.5%) (53.3%) (1.04to per 1000 Low
2.78) (from 21
more to
949 more)

Cl: confidence interval; RR: Risk ratio; MD: mean difference; CSR: Cochrane systematic review

1 Defined as a complete resolution of all symptoms and signs and included pregnancy, when desired, within three years of stopping treatment
2 Not clear if blinding was performed

3 Although the outcome is defined, it is wide, encompassing different symptoms and signs.

4 Confidence interval for estimate is very wide crossing one threshold
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Table 39: Clinical evidence profile: Comparison 12: Chinese herbal medicine (oral+ enema) compared to Chinese herbal medicine
(oral) for endometriosis

1 randomised serious? no serious serious very none 15/24 9/16 RR 1.11 62 more @OOO IMPORTANT
trials inconsistency indirectness® serious* (62.5%) (56.3%) (0.65to per 1000 Very low
1.89) (from
197
fewer to
501
more)

1 randomised serious? no serious no serious  Serious® none 24 16 - MD 1.89 OO CRITICAL
trials inconsistency indirectness lower Low
(3.89
lower to
0.11
higher)

1 randomised serious? no serious no serious  serious® none 20/24 14/16 RR 0.95 44 fewer @HOO CRITICAL
trials inconsistency indirectness (83.3%) (87.5%) (0.74 to per 1000 Low
1.23) (from
227
fewer to
201
more)

1 randomised serious? no serious no serious  very none 16/18 10/12 RR 1.07 58 more @066 IMPORTANT
trials inconsistency indirectness serious* (88.9%) (83.3%) (0.79to per 1000 Very low
1.44) (from
175
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fewer to
367
more)

RR 0.96 36 fewer §HOO IMPORTANT
(0.74to per 1000 Low

1 randomised serious? no serious
trials inconsistency

no serious
indirectness

serious® none 14/16
(87.5%)

10/11
(90.9%)

1.25)

(from
236
fewer to
227
more)

1 randomised serious?® no serious
trials inconsistency

no serious
indirectness

serious* none 19/21
(90.5%)

Cl: confidence interval; RR: Risk ratio; MD: mean difference; CSR: Cochrane systematic review
1 Defined as a complete resolution of all symptoms and signs and included pregnancy, when desired, within three years of stopping treatment

2 Not clear if blinding was performed

3 Although the outcome is defined, it is wide, encompassing different symptoms and signs
4 Confidence interval for estimate is very wide crossing two thresholds
5 Confidence interval for estimate is very wide crossing one threshold

9/12
(75%)

RR 1.21 158

DDOO IMPORTANT

(0.85to more per Low

1.72)

1000
(from
112
fewer to
540
more)

Table 40: Clinical evidence profile: Comparison 13: Chinese herbal medicine and Acupuncture compared to Danazol for
endometriosis

© National Institute for Health and Care Excellence 2017

331



DRAFT FOR CONSULTATION
GRADE tables

1 randomised serious! no serious no serious  very none 16/40 13/38 RR 1.17 58 more @OOO CRITICAL
trials inconsistency indirectness serious? (40%) (34.2%) (0.65to per 1000 Very low
2.09) (from 120
fewer to
373 more)
1 randomised serious! no serious no serious  very none 15/40 12/38 RR 1.19 60 more @OOO CRITICAL
trials inconsistency indirectness serious? (37.5%) (31.6%) (0.64to per 1000 Very low
2.2) (from 114
fewer to
379 more)
1 randomised serious! no serious no serious  very none 5/40 2/38 RR 2.38 73 more @GOOO CRITICAL
trials inconsistency indirectness serious? (12.5%) (5.3%) (0.49to per 1000 Very low
11.51) (from 27
fewer to
553 more)

Cl: confidence interval; RR: Risk ratio
1 No blinding
2 Confidence interval for estimate is very wide crossing two thresholds

Table 41: Clinical evidence profile: Comparison 14: Acupuncture TENS compared to Self-applied TENS for endometriosis

1 randomised serious! no serious no serious very none 11 11 - MD 1.39 POOO CRITICAL
trials inconsistency indirectness serious? lower (8.94 Very low
lower to
6.16 higher)

Cl: confidence interval; MD: mean difference; EHP-30: Endometriosis Health Profile-30
1 No blinding
2 Confidence interval for estimate is very wide crossing two thresholds
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J.17 Surgical management

J.17.1 Laparoscopic treatment (excision or ablation) versus diagnostic laparoscopy

Table 42: Clinical evidence profile: Laparoscopic treatment (excision or ablation) versus diagnostic laparoscopy for endometriosis

1 randomise very no serious no serious  serious® none 34/41 12/28 RR 399 DOBE CRITICAL
d trials serious®:  inconsistenc indirectnes (82.9%) (42.9% 1.93 more Very low
2 y s ) (1.23 per
to 1000
3.03) (from
99
more
to 870
more)
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randomise very no serious Nno serious  No serious none 30/41 6/28 516 OHOO CRITICAL
d trials serious®: inconsistenc indirectnes imprecisio (73.2%) (21.4% 3.41 more Low
2 y s n ) (1.64 per
to 1000
7.11) (from
137
more
to
1000
more)
2 randomise very no serious no serious  serious?® none 57/192 34/190 RR 135 POOO IMPORTA
d trials serious?  inconsistenc indirectnes (29.7%) (17.9% 1.66 more Verylow NT
y S ) (1.14 per
to 1000
2.42) (from
29
more
to 291
more)
3 randomise very no serious no serious  very none 79/265 49/263 RR 131 OO IMPORTA
d trials serious*  inconsistenc indirectnes serious® (29.8%) (18.6% 1.6 more Verylow NT
y S ) (2.17 per
1000
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to (from

2.17) 37
more
to 256

more)

2 randomise serious®  no serious no serious  very none 13/70 8/42 RR 5 PO IMPORTA
d trials inconsistenc indirectnes  serious* (18.6%) (19%) 0.95 fewer verylow NT
y S (0.44 per

to 1000

2.09) (from
60
fewer
to 118
more)

Cl: confidence interval; RR: risk ratio

1 Unclear if selective reporting

2 Evidence was downgraded by two due to performance bias (blinding of participants and personnel and attrition bias (incomplete outcome data)
3 Evidence was downgraded by one due to serious imprecision as 95%CI crossed one default MID

4 No blinding of participants and personnel and incomplete outcome data
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Laparoscopic excision versus diagnostic laparoscopy

Table 43: Excision versus diaghostic laparoscopy for endometriosis

1 randomis  no no serious no no none 16/20 6/19 RR 483 PPPP CRITICAL
ed trials serious inconsisten  serious serious (80%) (31.6%) 2.53 more High
risk of cy indirectne  imprecisio (1.26 per
bias? ss n to 1000
5.09) (from 82
more to
1000
more)
1 randomis  very no serious  no serious® none 1.9(.5) 19(0.7) - MD 0.90 @666 CRITICAL
ed trials serious? inconsisten  serious N=7 N=9 (from Very low
cy indirectne 0.31 to
ss 1.49)
1 randomis  serious* no serious  no no none 2.6(0.5) 0.9 - MD 1.65 ©@®®O CRITICAL
ed trials inconsisten  serious serious N=7 (0.6) (from Moderate
cy indirectne  imprecisio N=9 1.11to
ss n5 2.19)
1 randomis  no no serious no serious? none 18.8 23.9 - -5.10 PPPO CRITICAL
ed trials serious inconsisten  serious (17.6) (19.1) (from - Moderate
risk of cy indirectne N=20 N=19 16.64 to
bias Ss 6.44)
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randomis no serious serious? none 26 (8.5) 23.6 - MD 2.40 HPPO CRITICAL
ed trials serious inconsisten  serious N=20 (17.2) (from - Moderate
risk of cy indirectne N=19 6.18 to
biast ss 10.98)
1 randomis  no no serious no serious3 none 16.8 10.5 - MD 6.30 HPDO CRITICAL
ed trials serious inconsisten  serious (22.8) (23.3) (from - Modera
risk of cy indirectne N=20 N=19 8.18 to
bias? S 20.78)
1 randomis  no no serious no very none 20 19 - MD 0.03 P66 CRITICAL
ed trial serious inconsisten  serious serious® (from Low
risk of cy indirectne 0.12 to
bias? SS 0.18)
1 randomis  no no serious no serious?® none 20 19 - MD 17.7 DO CRITICAL
ed trial serious inconsisten  serious (from Moderate
risk of cy indirectne 7.02 to
biast ss 28.38)
1 randomis  no no serious no serious? none 20 19 - MD 2.7 PPPO CRITICAL
ed trial serious inconsisten  serious (from Moderate
risk of cy indirectne 29to
bias? S 8.3
| SF-12 physical component score - At 6 months (higher scores indicate better self-reported health)
1 randomis  no no serious no serious? None 20 19 - MD 2.3 PPPO CRITICAL
ed trial serious inconsisten  serious (from Moderate
cy
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risk of indirectne 4.5t0
biast ss 9.1)

Cl: confidence interval; RR: relative risk; MD: mean difference

1 Unclear if selective reporting

2 Evidence was downgraded by two due to performance bias (blinding of participants and personnel and attrition bias (incomplete outcome data)

3 Evidence was downgraded by one due to serious imprecision as 95%CI crossed one default MID

4 No blinding of participants and personnel and incomplete outcome data

5 Evidence was downgraded by two dues to very serious imprecision as 95%CI crossed two default MIDs

J.17.3 Laparoscopic excision versus laparoscopic ablation

Table 44: Laparoscopic excisional surgery versus ablative surgery for endometriosis and endometrioma

Endometriosis

1 randomis  very no serious no serious no none 2.9 2.9 - MD 0 ODOeO CRITICAL
ed trials seriou inconsistenc indirectne  serious (3.4);N=54 (2.9);N= higher  ow
st y ss imprecisio 49 (1.22
n lower
to 1.22
higher)
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randomis  very no serious no serious none 2.6 (3.5); MD PPpOeo CRITICAL
ed trials seriou inconsistenc indirectne  serious N=54 (2.9),N— 0.1 Low
st y ss imprecisio 49 lower
n (1.3
lower
to1l.1
higher)
1 randomis  very no serious no serious  serious? none 3.1 (4.2); 1.8 - MD POOO CRITICAL
ed trials seriou  inconsistenc indirectne N=54 (4.1);N= 13 Very low
st y ss 49 higher
(0.29
lower
to 2.89
higher)
1 randomis  seriou  no serious no serious  serious? none 1.7 (2.7); 0.6 - MD PPpOeo IMPORTANT
ed trials s8 inconsistenc  indirectne N=54 (3.6);N= 1.1 Low
y Ss 49 higher
(0.14
lower
to 2.34
higher)
1 randomis  seriou  no serious no serious no none 1.1 (2.4); 0.9 - MD PPPO IMPORTANT
ed trials s8 inconsistenc indirectne  serious N=54 (2.3);N= 0.2 Moderate
y Ss 49 higher
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imprecisio (0.71

n lower
to 1.11
higher)

1 randomis  seriou  no serious no serious  serious? none 2.4 (3.4); 1.5 - MD PPOO IMPORTANT
ed trials sé inconsistenc  indirectne N=54 (2.8);N= 0.9 Low
y ss 49 higher
(0.3
lower
to 2.1
higher)

Endometrioma

2 randomis  seriou  no serious no serious Nno none 9/57 26/47 RR 389 POHPO CRITICAL
ed trials s8 inconsistenc indirectne  serious (15.8%) (55.3%) 0.29 fewer  Moderate
y ss imprecisio 54.8% (0.15 per
n to 1000
0.55) (from
247
fewer
to 466
fewer)
Recurrence of pelvic pain - Non-menstrual pelvicpain
1 randomis  seriou  no serious no serious serious? none 2/20 9/17 RR 428 PPpOoO CRITICAL
ed trials s8 inconsistenc  indirectne (10%) (52.9%) 0.19 fewer  [ow
y SS (0.05 per
1000
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to (from
0.76) 127
fewer
to 503
fewer)
3 randomis  no no serious no serious serious? none 39/77 28/85 RR 123 PPPO CRITICAL
ed trials seriou inconsistenc indirectne (50.6%) (32.9%) 1.53 more Moderate
srisk y ss 23 30 (.04 per
of to 1000
bias* 2.24) (from 9
more
to 289
more)
4 randomis  no no serious no serious no none 15/130 35/128 RR 146 PODD IMPORTANT
ed trials seriou inconsistenc indirectne  serious (11.5%) (27.3%) 0.43 fewer  High
srisk vy SS imprecisio (0.25 per
of bias n to 1000
0.73) (from
69
fewer
to 192
fewer)
‘Recurrence of endometrioma- At6Omonths
1 randomis  no no serious no serious  very none 8/36 14/38 RR 0.6 147 PPpOoO IMPORTANT
ed trials seriou inconsistenc indirectne  serious5 (22.2%) (36.8%) (0.29 fewer  [ow
srisk vy SS to per
of bias 1.26) 1000
(from
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261

fewer
to 96
more)

2 randomis  seriou  no serious no serious very none 3/88 8/86 RR
ed trials s4 inconsistenc indirectne  serious® (3.4%) (9.3%) 0.37
y ss (0.1to

1.35)

Cl: confidence interval; RR: relative risk; MD: mean difference

1 Evidence was downgraded by two due to performance lack of blinding and attrition bias.

2 Evidence was downgraded by one due to serious imprecision as 95%CI crossed one default MID
3 Evidence was downgraded by one due to lack of blinding.

59 POOO IMPORTANT
fewer  very low

per

1000

(from

85

fewer

to 33
more)

4 Taking into account weighting in a meta-analysis and the likely contribution from each component, evidence was downgraded by one due to lack of blinding.

5 Evidence was downgraded by two due to very serious imprecision as 95%CI crossed two default MIDs
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J.17.4 Combined surgical and hormonal management of endometriosis

Table 5: Clinical evidence profile: Comparison: Pharmacological therapy after surgery vs placebo or no pharmacological therapy
after surgery

1 rando  serious no serious no no none 77 110 - MD DDD CRITICAL
mised ! inconsistency  serious serious 1.2 Moderate
trials indirectne  imprecisi lower
Ss on (1.47
to 0.93
lower)
1 rando Serious  no serious no serious? none 77 110 - MD PPHOO CRITICAL
mised 1 inconsistency  serious 0.7 Low
trials indirectne lower
Ss (1.04
to 0.36
lower)
1 rando serious  no serious no very none 77 110 - MD SISISIS) CRITICAL
mised 1! inconsistency  serious serious® 0.4 Very low
trials indirectne lower
Ss (0.76
to 0.04
lower)
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1 rando serious  no serious no serious? none 25/62 33/58 RR 165 PPHOO CRITICAL
mised 4 inconsistency  serious (40.3%) (56.9% 0.71 fewer Low
trials indirectne ) (0.49 per
SS to 1000
1.03) (from
290
fewer
to 17
more)
1 rando  serious no serious no very none 24/80 27/78 RR 45 SIeISIe) CRITICAL
mised 4 inconsistency  serious serious?® (30%) (34.6% 0.87 fewer  verylow
trials indirectne ) (0.55 per
S to 1000
1.36) (from
156
fewer
to 125
more)
1 rando serious  no serious no serious?2  none 12/75 21/69 RR 143 bPOeo CRITICAL
mised 4 inconsistency  serious (16%) (30.4% 0.53 fewer |ow
trials indirectne ) (0.28 per
ss to 1000
0.99) (from 3
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fewer
to 219
fewer)

1 rando no no serious no very none 24 29 -
mised  serious inconsistency serious serious?®
trials risk of indirectne
bias SS

MD PPHOO CRITICAL
0.4 Low

lower

(2.15

lower

to 1.35

higher)

4 rando  very no serious no serious?  none 41/258 47/218 RR
mised  serious inconsistency serious (15.9%) (21.6% 0.78
trials 2 indirectne ) (0.55
Ss to
1.12)

47 POOO CRITICAL
fewer  very low

per

1000

(from

97

more

to 26

more)

3 rando  very no serious no serious?  none 32/158 44/154 RR
mised  serious inconsistency serious (20.3%) (28.6% 0.7
trials & ) (0.47
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indirectne to (from
ss 1.03) 151
fewer
to 9
more)

1 rando Serious  no serious no very none 13/29 12/25 RR 34 POOO CRITICAL
mised 7 inconsistency  serious serious® (44.8%) (48%) 0.93 fewer  verylow
trials indirectne (0.53 per

Ss to 1000
1.66) (from

226

fewer

to 317

more)

2 rando serious  no serious no no none 4/48 18/47 RR 299 PPPHO CRITICAL
mised 8 inconsistency  serious serious (8.3%) (38.3% 0.22 fewer Moderate
trials indirectne  imprecisi ) (0.08 per

SS on to 1000
0.6) (from

153

fewer

to 352

fewer)
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rando Serious  no serious very none 8/193 4/134 5more ©OOO IMPORTANT
mised ° inconsistency  serious serious?® (4.1%) (3%) 1.17 per Very low
trials indirectne (0.4 1000
ss to (from
3.4) 18
fewer
to 72
more)

1 rando Serious  no serious no very none 59/148 55/137 RR 4 POOO NOT
mised 4 inconsistency  serious serious?® (39.9%) (40.1% 0.99 fewer Verylow IMPORTANT
trials indirectne ) (0.75 per

SS to 1000
1.32) (from

100

fewer

to 128

more)

3 rando very serious!! no very none 19/167 10/143 RR 31 POOO NOT
mised  serious serious serious® (11.4%) (7%) 1.44 more Very low IMPORTANT
trials £C indirectne (0.28 per

Ss to 1000
7.36) (from

50

fewer
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to 445
more)

1 rando very no serious no very none 0/15 4/30 RR 104 POOO CRITICAL
mised  serious inconsistency serious serious® (0%) (13.3% 0.22 fewer  verylow
trials 2 indirectne ) (0.01 per

Ss to 1000
3.75) (from

132

fewer

to 367

more)

3 rando  serious no serious no serious?2  none 34/299 31/164 RR 85 PDPOO NOT
mised 18 inconsistency  serious (11.4%) (18.9% 0.55 fewer Low IMPORTANT
trials e indirectne ) (0.36 per

S to 1000
0.86) (from
26
fewer
to 121
fewer)

© National Institute for Health and Care Excellence 2017
348



DRAFT FOR CONSULTATION
GRADE tables

rando no serious very none 4/19 2/16 85 DPOO NOT
mised  serious inconsistency serious serious® (21.1%) (12.5% 1.68 more Low IMPORTANT
trials risk of indirectne ) (0.35 per
bias’ ss to 1000
8.03) (from
81
fewer
to 879
more)

2 rando Serious  no serious no serious? none - - RR - PPHOO NOT
mised 8 inconsistency  serious 1.21 Low IMPORTANT
trials indirectne (0.80

S to
1.82)

Cl: confidence interval; RR: relative risk; MD: mean difference

1 Blinding: unclear risk. Placebo is not described and seems unlikely that blinding could be maintained when the interventions are depot and oral hormonal treatments

2 95% Confidence Interval crosses one imprecision threshold

3 95% Confidence Interval crosses two imprecision thresholds

4 Randomisation, Allocation concealment: unclear risk. No information provided.Blinding: High risk. No placebo used

5 Allocation concealment: unclear risk. Not mentioned in Alborzi 2011, Loverro 2001 or Bianchi 1999. Blinding: high risk. No placebo used in Alborzi 2011, Bianchi 1999 or
Vercellini 1999. Incomplete data reporting: unclear risk. 22% withdrawal overall in Vercellini 1999 due to reasons other than symptom recurrence or major protocol violations
(similar in each group). 18% withdrawal overall in Alborzi 2011 after randomisation due to "poor patients follow up" with reasons not reported and unequal loss across groups(
11/58 letrozole group, 18/58 dipherelin group and 1/59 no treatment group)

6 Allocation concealment: unclear risk. Not mentioned in Busacca 2001 or Muzii 2000. Blinding: high risk. No placebo use in Busacca 2001, Muzii 2000 or Vercellini1999.
Incomplete data reporting: unclear risk. 22% withdrawal overall in Vercellini 1999 due to reasons other than symptom recurrence or major protocol violations (similar in each
group). Other bias: unclear risk. No baseline characteristics reported in Muzii 2000
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7 Allocation concealment: unclear risk. Not mentioned.

8 Blinding: unclear/high risk of performance bias. Unclear how patients were blinded to IUD presence in Tanmahasamut 2012 and Vercellini 2003 reported as an open label
study with outcome assesors not blinded to treatment group (high risk of detection bias)

9 Allocation concealment: unclear risk. Not mentioned in Bianchi 1999, Busacca 2001 or Sesti 2009. Blinding: high risk. No placebo use in Bianchi 1999 or Busacca 2001.
10 Allocation concealment: unclear risk. Not mentioned in Alborzi 2011, Bianchi 1999 or Busacca 2001. Blinding: high risk. No placebo used in Alborzi 2011, Bianchi 1999 or
Busacca 2001. Incomplete data reporting: unclear risk. 18% withdrawal overall in Alborzi 2011 after randomisation due to "poor patients follow up" with reasons not reported
and unequal loss across groups (11/58 letrozole group, 18/58 dipherelin group and 1/59 no treatment group).

11 Using random effects model. Heterogeneity: Chiz = 5.72, df = 2 (P = 0.06); I? = 65%. Removal of Alborzi 2011 (RR = 16.48 95%CI 0.99 - 272.92) from the pooled analysis
removes inconsistency (Heterogeneity: Chi2 = 0.38, df = 1 (P = 0.54); I2 = 0%) and the pooled fixed effects result for Bianchi 1999 and Busacca 2001 becomes RR = 0.76
(95%CI1 0.30 - 1.90)

12 Blinding: high risk. No placebo used. Incomplete data reporting: high risk. 4/15 (27%) loss to follow up in treatment group in Tsai 2004.

13 Allocation concealment: unclear risk. Not mentioned in Muzii 2000 or Sesti 2009. Blinding: unclear risk - no placebo use in Muzii 2000 or in Seracchioli 2010 (although
outcome assessors were blinded to treatment group. Incomplete data reporting: unclear risk. 8% withdrawal overall in relevant treatment arms in Sesti 2009. Other bias: unclear
risk. No baseline characteristics reported in Muzii 2000

14 Using fixed effects model Heterogeneity: Chiz = 3.25, df = 2 (P = 0.20); 12 = 39%

J.18 Hysterectomy with or without oophorectomy

Table 45: Clinical evidence profile: Hysterectomy only vs hysterectomy + oophorectomy

1 observation very no serious serious? No none - - HR - POOO CRITICAL
al studies seriou  inconsisten serious 6.1 Very low
st cy imprecisi (2.51t0
on 14.6)3
1 observation Seriou no serious no serious very none - - RR - SISISIS) IMPORTA
al studies st inconsisten indirectne  serious® 2.44 Verylow NT
cy Sss (0.65
to
9.1)¢
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1 observation very no serious serious? No none - - RR - POOO IMPORTA
al studies seriou inconsisten serious 8.1 Verylow NT
st cy imprecisi (2.1to
on 31.2)3

Cl: confidence interval; HR: hazard ratio; RR: relative risk

1 Evidence was downgraded by 2 due to study design: study was a retrospective cohort with outpatient chart review.

2 Evidence was downgraded by 1 due to indirectness: patients underwent surgeries between 1979 to 1991. Women over 45years were excluded.

3 Adjusted for age at time of surgery (<35 years, >35 years), stage of disease (revised AFS classification), previous medical therapy and previous surgery. None of the
covariates were identified as significant confounding factors.

4 Evidence was downgraded by 1 due to outcome selection bias.

5 Evidence was downgraded by 2 due to very serious imprecision as 95% confidence interval crossed 2 default minimally important differences (MIDs).

6 Adjusted for age, stage of disease, or operative time predictive for re-operation. Age and time of surgery were considered important confounding factors, stage of disease
did not have any effect on surgery-free time in any group, but stratification for multiple factors reduced the statistical power and even large differences may not reach statistical
significance even though the size of the difference may be clinically important. The P value for the comparison was 0.18.

J.19 Management strategies to improve spontaneous pregnancy rates
Not applicable
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