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THE PRESIDENT’s MESSAGE

A must read

We carry an extremely important topic in this issue of our e-Journal: the consensus
report from the OPriorities for End
Rogers immediately following our 10th World Congress in Melbourne last year.

A wealth of good ideas for future research, and careful directions towards what we need
to know of endometriosis, have been grouped under five different sub-headings:

diagnosis

classification and prognosis
treatment and outcome
epidemiology, and
pathophysiology.

=a =4 -8 & -9

Professor Hans Evers
WES President

Peter Rogers and his international group of endometriosis experts & clinicians and scientists d provide guidance in these
troubled times, when quackery and medical charlatanism are rife, and dubious figures advertise miracle cures on the world
wide web, corroborated by bogus patient statements.

| came across this statementrecently: 01 r ecei ved t her apy f r weistingaychirgpyaota and «
therapist for a month and a half, I was e pgvine apprehe
therapy, I sensed i mmediate i mprovement 6.

We have stressed it before: women with endometriosis belong to a vulnerable group, and they should not be exploited. It is
our duty as members of WES to work towards providing better (evidence-based) treatments for this group of women.

The Melbourne workshop consensus paper, therefore, should help us to better understand endometriosis, to perform
patient-oriented research, to develop non-invasive diagnostic tests and targeted treatments, and to work together in
international collaborations. It is a must-read for all of us, and Repmuctive Scierlcegournal in which the paper has been
published, is making the paper freely available to all WES members (see page 13).

The WES pledges to have afollow-u p meeting to this OPriorities f ofuturek
World Congresses, starting at the next one in Montpellier in September 2011.

Letds work together to ensure we can report progr:
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FROM THE EDITOR

Kiwi power

Neil Johnson and his New Zealand colleagues have submitted four papers, two of which
are published in this issue of the WES e-Journal. As Neil says, it gives the current issue a
di stinct OAII Bl ac k 6 frINZ sutamissions in theecomimg
issues.

Deborah Bush is widely known as a hard-working patient advocate who has had great
success improving the dialogue between clinicians and patients through research and
education. Under her stewardship Endometriosis New Zealand has been the recipient of
a number of awards, such as the Co
Health and the Paul Newman Own Foundation Award. The Menstrual Health and
Education (@ned also received the NZ Health Innovation Award in 2007.

Drs Singh and Ravikanti have summarised the state of play in endometriosis-related infertility. It is obvious that many more
questions remain.

And, to stir the pot a little, here is another curly one that has been bugging me for a while now: If a patient has received what

was deemed to be a 6full & surgical excision of h
included in databases, such as the ASRM and ESHRE registries, as having endometriosis-related infertility or not? | &
hoping that the ongoing baboon work of Asgi Fazleabas will answer the question whether surgery can reverse all the changes

that endometriosis brings about, including those in the eutopic endometrium.

Finally, Bernard Hédon has lifted a tiny tip of the veil and an imaginary ray of Montpellier sun is already lighting up my
study. Just a few more whiffs of herbs and French wine and | am booking my tickets! In the next issue we hope to bring you
thedraf WES 2011 programme as twsnmportanEtoobecause we believ

UPCOMING MEETINGS

ESHRE pre-congress course: Endometriosis and
Infertility Ovarian and Endometrial Factors

28 June 2009

Amsterdam, The Netherlands

4th Italian Congress on Endometriosis
28 - 30 May 2009
Rome, Italy

8th German Endometriosis Congress
9 - 12 September 2009
Munster, Germany

RCOG: Science for the sulspecialities
10 - 11 September 2009
London, England

XIX FIGO World Congress of Obstetrics and

Gynaecology

Special endometriosis session arranged by WES and
WERF (see page 3)

4 - 9 October 2009

Cape Town, South Africa

18th Annual Meeting of the European Society for
Gynaecological Endoscopy (ESGE)

28 - 31 October 2009

Florence, Italy

ASRM postgraduate precongress course:

Endometriosis: In Search of Optimal Treatment

17 October 2009
Atlanta, USA

38th Annual Meeting of the AAGL

15 - 19 November 2009
Orlando, USA

#* COMPLETE CONGRESS SCHEDULE
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NEWS ROUND-UP

WES and WERF team up to arrange endometriosis session at FIGO 2009

The World Endometriosis Society has been invited to arrange the scientific session
on endometriosis at FIGO this year, in order to present preliminary data from the
first two studies undertaken by the World Endometriosis Research Foundation
(WERF).

In 2008 WERF commenced its first two prospective epidemiological studies to
establish:

9 the impact of endometriosis
9 the predictability of endometriosis

Prospective studies of this scale have not been undertaken before, and so far 22 centres in 17 countries are involved, with
efforts being coordinated by the University of Oxford.

The preliminary data will be presented in the main plenary on 6 October 2009 at 14.615.30and will include health-related
quality of life (personal and socio-economic(, predictability of endometriosis, and how this may influence clinical practice.

The 15t World Congress of FIGO will take place in Cape Town, South Africa, from 4 8 9 October 2009.
= www.figo2009.0rg.za
For more information on WERF3s studies, please sei

= www.endometriosisfoundation.org/clinical-trials.php

Ronald Batt receives PhD for dissertation on “Emergence of endometriosis in North
America”

On 1 February 2009, the State University of New York at Buffalo conferred on
Ronald E Batt, MD the degree of Doctor of Philosophy. His dissertation is entitled:
"Emergence of endometriosis in North America: a study in the history of ideas."

The study covers the 86-year period from Rokitansky's discovery in 1860 through
the end of Sampson's career in 1946.

Having spent his career practicing medicine, teaching, and researching at the State
Univerity of New York at Buffalo, Dr Batt retired from clinical practice in 1998 to
pursue a long-term dream of obtaining a PhD in the medical history of
endometriosis.

Dr  Bpapertwlich will be published in 2010, is first and foremost an intellectual
history of a disease, and a history of ideas.

It is the history of a family of chronic millerian diseases in women told from a scientific and clinical perspective within the
context of the emerging specialty of morbid pathological anatomy in Austria and Germany and the specialties of gynaecology
and gynaecologic surgical pathology in Germany and the United States of America.

Following the lead of John A Sampson, Dr Batt uses the term endometriosis to include all members of a family of five
benign midillerian diseases that continue to provide intellectual and therapeutic challenges to scientists, clinicians, and
patients.  Like all chronic diseases, the five millerian diseases & endocervicosis, adenomyosis, endosalpingiosis,
endometriosis, and millerianosis & existed before they were recognised and described.
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For just how many years, generations, centuries, or millennia is exploredi n Dr Battds dissert
knowledge, a scholarly history of endometriosis of this scope has not been written. This study fills that void.

For chronic diseases hidden within the interior of the human body during the nineteenth century most nosographic
descriptions were founded on morbid pathological anatomy.

Only near the turn of the twentieth century was it possible to correlate clinical observations and surgical pathology.
However, at no point was nosographic description of endometriosis founded on causation. Serendipity, technology, and
individual case histories played an inordinate role in the discovery and emergence of the five millerian diseases. A genealogy
of ideas can be traced as investigators in one generation influenced those in succeeding generations.

The WES congratulates Dr Batt on his dissertation!

A giant leap for women starts with a single step ...and 5+ hours of running!

On 26 April 2009 Diana Wallis MEP, vice president of the European Parliament,
ran the London Marathon in 5 hours and 22 minutes to raise funds for WERF.

She also ran for ~100 million women with endometriosis around the world to raise
awarenessoft he di sease ... yet felt a v

OMy overwhelming impression is that we have a long way to go for endometriosis,
DIAN A when you see the level of support for other disease related charities, some affecting
| £ S sofewpeople.] t s not t hahtutldo regrettharsamdhgwewe nevere

get the attention we should for en

Diana, who had a hysterectomy due to endometriosis, decided to run for WERF
because she feels strongly that: We can only make progress by the serious ¢
ordination of international research!

We must prevent the next generation of women inheriting this horrid dease!

The situation today is much better than the time when | was finally diagnosed in 1990 but it is unacceptable that so many
women's lives should be blighted and their fertility impaired by a complaint we surely could deal with if the will and the
funds were there, which is why | believe that the contribution that WERF can make is so essent@l, s ai d D

Every WES member can make a step as well (without having to run, or even break into a sweat), by making a small (or large)
donation to recognise what Diana has done to create awareness for endometriosis d and to kick-start the WERF general
research fund to which all researcher in endometriosis can ultimately apply for funds for studies investigating disease
mechanisms. She ds d o n & wetndweaeedrtoufatiaw ithrowgh!

By collectively contributingwe 81 I be I i ving our motto: fostering rce

You can donate to the research fund, and honour D i asmefforfs, at www.justgiving.com/dianawallisendowerf

World Endometriosis Society — the members arethe society!

The World Endometriosis Society is a specialised society, which through
international expertise and collaboration, is the societyto be part of for those
specialising in endometriosis!

By being a member of the WES you contribute to the worldwide quest of finding a

2 non-invasive diagnostic test for endometriosis, to improve treatments, and one day o

] we hope! 8 to find prevention and cure for the millions of women who battle this
disease every day. Our members keep the society and its work going!

Please renew your membership toda§ the more of us who work together,
the sooner we will reach our goalsvww.endometriosis.ca/renew.html
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Endometriosis management in New Zealand

Neil P Johnson MD

University of Auckland, New Zealand, n.johnson@auckland.ac.nz

This edition of the WES e-Journal contains articles that
give an insight into endometriosis management in New
Zeal and, gi witatheedidion.d Ki wi

Endometriosis New Zealand

Endometriosis New Zealand (ENZ), formerly known as
the New Zealand Endometriosis Foundation (NZEF,
founded in 1985), on whose trust board | am privileged
to now serve, was one of the first effective
endometriosis patient advocacy groups in the world.

The foundation is well known throughout New Zealand
to women with endometriosis and is an invaluable
educational resource for women to whom
gynaecologists will often refer their patients.

Endometriosis New Zealand is now acquiring an
international renown and is becoming one of the models
for other countries in establishing their own
endometriosis patient advocate groups.

A school educational programme for adolescent girls
(the m @ firogramme) and an educational resource for
health services offering an endometriosis management
service (the ©O&épatient
indispensably valuable programmes assisting New
Zealand girls and women, both of which have raised
endometriosis awareness and assisted women with the
sometimes difficult pathway through endometriosis
management services.

In this e-Journal, Deborah Bush, the charismatic and
energetic CEO of ENZ, describes the key components
of ENZ and how it has assisted many New Zealand
women with endometriosis on their journey to wellness
(see page 6).

Centres of Excellence

Gynaecologist Tal Jacobson, well known for his
systematic reviews of surgical management of
endometriosis (Jacobson et al, 2001; Jacobson et al,
2002), will give his insight into what constitutes an
endometriosis 6Centre o
edition of the World Endometriosis Society e-Journal.

Not only should endometriosis specialists in centres of
excellence have advanced laparoscopic surgical expertise,
but close ties with fertility treatment centres are highly
desirable. In this e-Journal, VP Singh, gynaecologist

GUEST EDITORIAL

with a special interest in endometriosis, and his colleague
Lakshmi Ravikanti, present an overview of how they see
the current status of endometriosis related infertility (see
page 10).

Endometriosis related infertility

There remain many challenges in fertility treatment for
women with endometriosis. That even minimal and
mild endometriosis reduces fecundity is now increasingly
accepted. However for these women, it is often a matter
of simply taking longer to achieve a pregnancy. With
more severe endometriosis, not only is natural
conception less likely, the chance of success with
assisted reproduction, including in vitro fertilization
(IVF), is also reduced.

There are clearly immuno-biological mechanisms
through which infertility occurs, likely to be impacting
on egg (and thus embryo) quality and to be diminishing
endometrial receptivity, there being emerging evidence
that the eutopic endometrium amongst women with
endometriosis is not normal. Our lipiodol fertility
treatment programme has become well established in
New Zealand for women with patent fallopian tubes,
owing to its dramatic short term fertility benefit for
women with endometriosis (Johnson et al, 2007).

However the optimal approaches of laparoscopic
surgery versus I\VF versus combinations of both (with or
without adjunct medical treatment) remain to be fully
elucidated. The value of pre-IVF laparoscopic surgery
for small ovarian endometriomata is the subject of
randomised controlled trial proposed to be run through
the World Endometriosis research Foundation (WERF).

The future

Substantial progress has been made in endometriosis
services in New Zealand to date. We are fortunate in
New Zealand that our population size, just over 4
million people, has allowed us to take, in the main, a
collaborative and holistic approach to management of
endometriosis, embracing many aspects that would
defi pewar&nof excell enc

Our challenge is to bring equity of access to high quality
endometriosis management centres to all women with
endometriosis, in both public and private health care
sectors, in New Zealand and thus to create a true
national network of excellence.

© 2009 World Endometriosis Society
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OPINION ARTICLE

Endometriosis New Zealand - a national organisation pivotal to facilitating the wellness

of women

Deborah Bush QSM

Chief Executive, Endometriosis New Zealand, debush@xtra.co.nz

Background

The leap in international awareness of endometriosis in
the early 1980s, impacted on changing the face of
endometriosis throughout the world. Campaigns were
patient led with the major thrust coming from UK,
USA, Australia and New Zealand. Functioning
independently and without access to technology, these
groups began a groundswell of action to improve
awareness and treatment for women and girls with
endometriosis.

This article focuses on Endometriosis New Zealand
(ENZ). The foundations laid in the mid 1980s, focusing
on education; information and support, remain core to
ENZ services today. Additionally the group has
initiated, developed, introduced and monitored
specialised programmes, fostered research and actively
lobbied for better outcomes for endometriosis patients.

Early research outcomes pave the way for future

planning
Following its inception in 1985, ENZ founders became

acutely awar e apdtitively olamang

frustrations and concerns about delayed diagnosis, lack
of being understood, poor treatment options,
compromised quality of life and despair about fertility.

What seemed most obvious to women with
endometriosis was that, had they been taken seriously
when presenting with symptoms in the teen years, their
adult lives could have been different. Avenues to
confirm well founded suspicions about such issues were
explored through member surveys and commissioned
investigation. (Grace, 1994; McGuiness et al, 1990).

Some of the strategies, services and programmes
implemented by ENZ, were based on what we termed
6action researchd (that
not qualified in published data). The information
gleaned and also past ENZ archived documentation
adds weight to the now familiar international data
acknowledged in other studies (Ballard et al, 2006).

Why multi-disciplinary holistic approach through
Centres of Excellence?

Endometriosis can be physically and emotionally painful
and therefore years of experiencing significant
symptoms often interfering with quality of life and
fertility and economic losses caused by disruption of
study, loss of occupational income and damaged social
relationships, make it understandable that a woman can
develop changed cognitive behavioural patterns.

Such women often feel disempowered and have
developed coping strategies which may not be helpful to
wellbeing. Often surgical or medical treatment on its
own, no matter how successful, will not address her total
wellbeing.  Fortunately, gynaecologists specialising in
endometriosis in New Zealand fully support this
concept and embrace ENZ programmes. This has been
achieved through respectful longstanding, professional
association underpinned by the aligned goal to improve
health outcomes for women and girls with
endometriosis.

Several Centres of Excellence (CoE) offering all
available treatments in a multi-disciplinary holistic
context, are available in New Zealand (Jacobson, 2009;
Bush and East, 2009).

© 2009 World Endometriosis Society
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As well as the aforementioned core services, also
provided by many endometriosis organisations, ENZ
developed and delivers other specialised programmes
and services.

Education

A fervently held belief within ENZ is that education is
key to changing what is viewed as unacceptable data.
Clinicians require education to heighten their index of
suspicion and lower their threshold to offer diagnostic
laparoscopy. Patients require education to recognise
symptoms, acknowledge departures from normal health
and develop the confidence to request referral for
gynaecological consultation. It seems logical that
education can change the course of history for
endometriosis.

Services and programmes supporting
education

ENZ has provided a multi-pronged approach to
education spanning more than 20 years. Traditionally
these outreach programmes have included general
practitioners, family planning associations, public health
organisations, public and private hospital staff, Natural
Fertility New Zealand, student health services, Maori
and Pacific women and ENZ Support Groups.

Adolescent education

The last 10 years has seen a concentration of adolescent
education in schools with the me (menstrual health and
endometriosis) programme. ENZ lays high priority on
education for young women. ENZ surveyed its
members in the 1980s and 1990s and found that:

1 Symptoms onset was often experienced from the
outset of menses or during the teen year.

9 Common symptoms experienced in adolescence
were similar to those experienced by adult women.

1 The pill was the most common first line treatment
offered to teenagers presenting with suggestive
symptoms. Most young women were not advised
their symptoms could be related to endometriosis.

9 Despite earlier presentation of symptoms, diagnosis
was often significant
or 40s, or until after fertility problems were
presented.

As a result of these findings, through discussion with
thousands of members and a growing realisation of the
magnitude of the problem in young women, the author
designed dmed and the programme operates through
ENZ.

all about

me (menstrual health andendometriosis)

me was developed to raise awareness of endometriosis
in young women addressing diagnostic delay, to improve
quality of life and avoid potentially compromised fertility
downstream.

After trial and evaluation in the 1990s, it has a 12 year
history and is a unique, fun, highly accepted, age
appropriate, professional programme, with schools now
having an expectation it will be available for their
students annually.

me comes complete with resources and website and has
had international exposure: www.me.school.nz

endometriosis
oW Zeadandd

nzendo.co.nZ sa me.schoolnz

me can be offered anywhere in the world. Results from
me confirm it allows for early management of
symptoms, diagnosis and improved quality of life.

Further research is needed to assess whether future
fertility is improved. Outcomes monitored in one centre
of excellence since 2001 show a three-fold increase in
young women under 20 presenting with symptoms
suggestive of endometriosis. Of those proceeding to
laparoscopy 96% were diagnosed with endometriosis.
This confirms that a suspicion of endometriosis from
diligent clinical history taking, allows accurate prediction
of the disease prior to laparoscopy (Bush and East,
2009).

These results also suggest that a clinical suspicion can
lead to appropriate medical intervention as a first line
treatment option in this age group as it is not always
appropriate to proceed to laparoscopy in the first
instance.

Patient Partnering Programme (PPP)

Ten years ago, the author designed a patient based
educational and counselling curriculum to dovetail into
the CoE at Oxford Clinic
Endometriosis Treatment Centre in Christchurch (Bush
and East, 2009).

© 2009 World Endometriosis Society
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This became the foundation for the ENZ Patient
Partnering Programme in New Zealand hospitals. This
programme supports the multi-disciplinary holistic
approach to best practice treatment ( D6 Hoo g
Hummelshoj, 2006).

Pilotedat Chr i st chur ch Woment¢
programme now functions successfully at other DHBs

(District Health Boards) in New Zealand. Patient

partnering aims to fill treatment gaps by providing

patients broader endometriosis management advantages

and education and resource support to hospital staff.

This is a cost effective win-win situation for patients,

staff and those doctors treating endometriosis to

improve patient journey and patient outcomes.

With sound understanding, information and support
women generally feel in control of their condition, have
increased personal productivity, fewer overall health
costs and increased comfort as a result of comprehensive
monitoring and holistic care. PPP has been analysed
assessing performance, accountability and value added
health care, supported by independent research (Karen
Renner, personal communication, 2009).

Workforce Issue Solutions for Endometriosis
(WISE)

Endometriosis is a workforce issue costing countries
millions every single year in lost work days alone
(Simoens et al, 2007). It is essential to manage and
mobilise the endometriosis workforce by giving both
staff and management, strategies to cope more
productively and access help and treatment options for
endometriosis. WISE provides workforce solutions to
staff, employers and  endometriosis  sickness
beneficiaries.

Advocacy

In 2008 ENZ secured a contract with the New Zealand
government to investigate the need for endometriosis
treatment guidelines or pathways. The ENZ Board of
Trustees established and facilitates an Endometriosis
Special Interest Group (ESIG) comprising specialist
gynaecologists, GPs, Maori and patient representatives
to act in an advisory role. ENZ is collaborating with
government to have the first phase of recommendations
introduced in 2009.

Cultural awareness and programmes

New Zealand is a bi-cultural country with a multi-
cultural population. ENZ continues to be aware of the
need to develop outreach programmes for different
cultural communities.

Presentations have been made to Maori health workers
at hui(meetings) and collaborative efforts across other
health sectors are being enhanced to ensure improved
and accurate awareness.

As part of the 2009 International Endometriosis
Awareness week, ENZ released the Maori name for
endometriosis.

The word: ma t e  k / hasy beeh gdegeribed as a
taong@ift) to our people. ENZ has recently appointed
two new board members to help grow heightened
awareness and improve the health journey for Maori
girls and women and women from other cultures.

Conclusion

Tens of thousands of women and girls throughout New
Zealand and abroad have contacted ENZ over the years
A many desperate for information and support.

The passion and drive to change the course of history of
endometriosis, has relied on the unique skills and talents
from within the organisation setting global standards of
excellence in developing and delivering initiatives,
providing services, fostering research and actively
lobbying.

Even working within financial constraints, ENZ has
been a major player in contributing to facilitate the
wellness of women.

ENZ aims to continue building on the work achieved
and develop more opportunities to foster research and
align with others in its target population for improved
outcomes.

Intrinsic to success has been the respect, collaboration
and cooperation spanning more than two decades from
gynaecologists, RANZCOG and other associates and
stakeholders who have e
programmes. Once endometriosis organisations in the
world are able to forge this connection, the possibilities
for addressing the notorious issues are endless.

Strength through support
Ma te tautoko, ka whai kaha, ka ora
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WORLD CONGRESS ON ENDOMETRIOSIS 2011

Towards excellence!

The 11th World Congress on Endometriosis is approaching and we o the local organisers o >
want to make it very clear: it will be a scientific meeting with a drive towards excellence!

The venue, Montpellier, is the city of the oldest medical school in the world ...the university
itself is a living museum with a wealth of history. It is an excellent excuse to arrive a day
early, or to stay an extra day: the local guides will be able to tell you some incredible stories
about this place @it is just filled with history!

It is this excellence & these 700 years of experience of moving medical science forward & that will be driving the 11t World
Congress on Endometriosi as well. Whereas the scientific programme is still being developed, we can confirm that the usual
format of the Endometriosis World Congresses will be kept with an invited lecture to open each session, followed by the
contributions of participants, after careful selection among the abstracts sent to the committee. The congress will be
preceded by a full day pre-congress course run by the French Society of Endoscopic and Pelvic Surgery: Excellence in
endoscopy!

After the science, however, it is time to excel socially:
Mont pel |l i er &s g a ent nepatatian'my
particular, Mediterranean food is recommended: the sea is
there, and September is the typical period when tourists are
gone and the best remains for the local people: sun, just at
the right temperature, incredibly light and pure air, blue skies
with long-lasting and romantic sunsets.

You choose your wine, and you |l et the mattdeeddd
excellentthan that! But, you must consider staying beyond the congress: it would be a pity to come to the South of France
and not take the time to see more of the region. In early September the grape harvest will be starting. It is a happy time, and
a visit to one of the numerous wine yards is recommended.

Start planning the excellent sightseeing now: www.ot-montpellier.fr/en/around -montpellier/

© 2009 World Endometriosis Society World Endometriosis Society e-Journal Volume 11 No 2, 2009 9
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Endometriosis related fertility — current status

VP Singh MBBS, MD, FRANZCOG! and Lakshmi Ravikanti MBBS, FRANZCOG?

1Waikato Hospital, Hamilton & Fertility Associates Hamilton, Hamilton, New Zealand, vpsingh2@xtra.co.nz
2 \Waikato Hospital and Fertility Associates Hamilton, Hamilton, New Zealand

Endometriosis remains one of the final frontiers in
gynaecological research. Though there is general
agreement that surgical treatment of endometriosis
improves pain, as far as the issue of endometriosis
related infertility is concerned there are many
unanswered questions:

1 Does endometriosis affect fertility and if so what
mechanisms are involved? If there is indeed a causal
relationship between endometriosis and infertility,
does removal/ destruction of endometriotic
implants improve fertility? If there is an
improvement with surgery, do results vary with
stage of endometriosis?

1 Is IVF outcome affected in endometriosis? If it is
affected, is it due to poor endometrial receptivity or
poor oocyte quality?

I Which is better, surgery or Assisted Reproductive
Technologies (ART) particularly for r-AFS stage 111
and 1V endometriosis?

1 Does surgery before IVF improve the IVF
outcomes?

Although there is a strong association between
endometriosis and infertility, a causal relationship has
not yet been established (The Practice Committee of the
American society of Reproductive Medicine, 2004). In a
meta-analysis of cohort studies in 1994, Adamson and
Pasta suggested an improvement in fertility following
surgical treatment of endometriosis. Another meta-
analysis by Hughes et al. (1993) that was controlled for
stage showed higher pregnancy rates with OR 2.67 in
favour of surgery compared to medical treatment or
expectant management (Hughes et al., 1993).

Since then many improvements have been made in the
surgical techniques for treatment of endometriosis. At
the same time there have been significant advances in
the area of assisted reproduction. Despite several
studies published on this topic, the question of surgical
treatment of endometriosis for infertility in absence of
symptoms remains controversial.

It is a common observation that gynaecologists with
personal interest in ART are prone to suggest ART,
whereas gynaecologists with  special interest in
endometriosis surgery favour laparoscopy in this
situation.

Is IVF outcome affected in edometriosis?
The answer appears to be yes. In a large meta analysis of
22 studies, Barnhart clearly showed that women with
endometriosis are less likely to conceive with IVF when
compared to women with tubal disease with odds ratio
of 0.56. This study concluded that patient with
endometriosis associated infertility undergoing 1VF
respond with significantly decreased levels of all markers
of reproductive process suggesting that the effect of
endometriosis is not exclusively on the receptivity of the
endometrium but perhaps also on the development of
the oocyte and embryo. The IVF outcomes were worse
in severe endometriosis when compared to mild
endometriosis with odds ratio of 0.60 (Barnhart, 2002)

How does endometriosis affect the outcome o
IVF?

There has been much debate in the literature whether
the IVF outcomes in endometriosis related infertility are
poorer due to reduced implantation of embryos ie. poor
endometrial receptivity or a reduction in oocyte quality.

Two elegant studies have addressed this issue.

Diaz et al used healthy donor oocyte and introduced
sibling oocytes into healthy recipients and recipients
with endometriosis. They found no statistically
significant difference in implantation rate or live birth in
the 2 groups indicating uterine receptivity is not
impaired in patients with endometriosis (Diaz, 2000)

In another well designed study by Simon et al., the IVF
outcomes of oocyte donors with endometriosis was
compared to oocyte donors without endometriosis. The
recipients who received oocytes from donors with
endometriosis had a significantly lower pregnancy rates.
This study demonstrates the likelihood of poor oocyte
quality as the key reason why IVF pregnancy rates are
lower in patients with endometriosis (Simon, 1994).

Management options in @&dometriosis related
infertility

1. Expectant management

Olive et al (1985) followed up 123 women with
endometriosis associated infertility using expectant
management and observed 45% pregnancy rate in
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subjects with mild endometriosis, 19.5% with moderate
disease and no conceptions in severe endometriosis.
Expectant management for moderate to severe
endometriosis is generally not accepted as a wise course
of action.

2. Endometriosisand COH/IUI

As demonstrated by Tummon et al., controlled
ovarianhyperstimulation and intra uterine insemination
seems to improve chances of conception by up to 30%
in 4 cycles compared to 10% in non treatment group.
The pregnancy rate plateaus after 4 cycles. Ul with
ovarian stimulation was effective but the role of
unstimulated U1 is uncertain (Tummon, 1997).

3. Surgical therapy- issues

Surgical therapy has become a standard approach in
symptomatic patient with endometriosis. However, there
are very few randomised controlled studies comparing
the various techniques as well the outcomes from
surgery versus no surgery particularly in the area of
endometriosis related infertility. In the studies available
there is often a lack of description of follow up and
fecundity rates. There is difference in surgical techniques
in different studies. Excision of endometriosis can be
complete or partial depending on surgeons experience
and surgical skills. There is an increasing recognition of
Oat yfsiomsal 6

There are two randomised controlled trials on surgical
treatment of r-AFS stage | and Il endometriosis. The
larger EndoCan Study comprising 341 infertile women
aged 20-39 years of age with minimal and mild
endometriosis showed that 30.7% of women conceived
in laparoscopic resection/ablation group compared to
17.7% in laparoscopy only group over a 34 week follow
up period. These results were statistically significant (p =
0.006) (Marcoux, 1997).

The smaller Italian trial by Parazzini et al did not show
this benefit but if the data from these two studies is
combined there appears to be a significant improvement
in fertility following surgical treatment of stage 1 and 2
endometriosis.

Surgery for endometriosis related infertility appear:
to be beneficial for rAFS stage | & Il but what
about r-rAFSstage lll & IV ? Is the improvement in
fertility worth the risk of surgery?

Let us consider a case to illustrate the dilemmas we face
in our day to day practice.

Mrs JY, a 34 years old woman, presents with primary
infertility of 4 years. She has regular periods and mild
dysmenorrhoea on the first day of her period. There is
no history of dyspareunia or bowel related symptoms.
Her partnerds semen ana

Diagnostic laparoscopy revealed r-AFS stage 11l
endometriosis in the cul-de-sac and pelvic sidewalls, and
patent tubes with no adhesions. In this relatively
asymptomatic patient we face the dilemma of whether to
proceed to 1UI, do IVF or undertake surgical treatment
of endometriosis.

Surgical treatment may have a cumulative success rate of
38% over a one year period (Adamson et al., 1994) but
per cycle fecundity following surgery still is quite low
when compared to IVF. Surgical treatment is obviously
fraught with a significant risk of complications and in
the absence of symptoms is that risk justifiable? This
patient has a 45% chance of conceiving with IVF in our
unit with one cycle and 70% with two cycles. The costs
of a cycle of IVF treatment are similar to the surgery but
presumably IVVF is a lower risk option in this situation.

Fertility outcomes after surgery forstagelll / IV
endometriosis in our practice

The European Society for Human Reproduction and
Embryology (ESHRE) guidelines for the diagnosis and
treatment of endometriosispoi nt out &ro
RCTs or meta-analysis available to answer the question
whether  surgical excision of moderatedsevere
endometriosis enhancesl,
2005). We are consequently compelled to rely on our
experience and various published observational studies.

We undertook a retrospective audit of our own
experience in this area. We looked at all the cases of
endometriosis excision over the past 6 years performed
by the first author or under his direct supervision. We
analysed 306 cases of r-AFS stage 1l and 1V that were
operated between 2001-2007 (unpublished data).

Of the 306 women, 210 women presented with pain
only, 96 presented with pain and infertility. Of the 96
women presenting with pain and infertility 88 attended
follow up appointment and were analysed. Thirtyfour of
these 88 women conceived spontaneously over a three
year period. Twentyeight out of the 34 pregnancies in
the study were recorded in the first year of follow up.
The observed pregnancy rates were similar to the study
by Adamson and Pasta (1994) though other studies have
reported pregnancies from 30% (Mars, 1991) to 67%
(Beretta et al, 1998). Our overall complications rate was
2%. Mean improvement in pain scores for all patients
was 75% following surgery.

Studies like this can be biased because of confounding
factors like exclusion of women that did not follow up
(8 out of 96 women in our study) and our inability to
accurately calculate the background spontaneous
conception rate. However, we did not include the
women that presented to us for pain symptoms only and
also only spontaneous pregnancies were included
reducing the bias.
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Does endometrioma affect IVF?

Surgery for endo met ri oma pr i oold
standardao. Ther e a stuglies
supporting removal of endometrioma improves IVF
outcome but no randomised trials to prove it. Garcia-
Velasco et al (2004) performed a case control study on
189 women with endometrioma undergoing IVF
treatment. Of these, 56 women proceeded directly to
IVF and 133 first underwent surgery followed by IVF.
There was no significant difference in pregnhancy rates
between the two groups. However, there is a general
agreement that an endometrioma larger than 4 cm
should be surgically treated prior to IVF as it may cause
difficulties during oocyte retrieval and pose a risk of
infection or follicular fluid contamination (Somigliana,
2006).

Endometrioma d excision or @lation?

In a systemic review by Roger Hart in 2005 it was noted
that there were no randomised studies of the
management of endometriomata by laparotomy. There
were two randomised studies on laparoscopic
management of endometrioma of >3 cm. He concluded
from that study that laparoscopic excision of the cyst
wall of the endometrioma provides a more favourable
outcome than drainage and ablation, with regard to the
recurrence of the endometrioma, recurrence of
symptoms and subsequent spontaneous pregnhancy in
women who were previously sub-fertile.
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reproductive techniques (Hart, 2005).

Prolonged GnRH agonist therapy prior to an IVF
cycle in endometriosis patients
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al in 2002, prolonged use of GnRH agonist before IVF-

ET in patients with endometriosis resulted in

significantly higher ongoing pregnancy rates than did

standard controlled ovarian hyperstimulation regimens.

They also observed there was no deleterious effect on

ovarian response (Surrey, 2002).

Conclusions

More definitive studies are needed to reliably answer
many questions related to the issue of endometriosis
related infertility. Surgical treatment of r-AFS stage | &
Il endometriosis should be undertaken at the time of
initial assessment. Surgical management of large
endometrioma >4 c¢cm should be considered prior to
IVF. Surgical excision of infertility related stage Ill and
IV endometriosis in absence of pain symptoms remains
controversial in the absence of reliable prospective
studies. If surgery in this situation is undertaken, the
patient should have detailed counselling regarding risks
and benefits. Pre-treatment with GnRH-a 3-6 months
prior to IVF in patients with stage 111/1V endometriosis
may have potential benefits.
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PRIORITIES FOR ENDOMETRIOSIS RESEARCH

A report from the satellite consensus meeting held on 15 March 2008 following the 10th
World Congress on Endometriosis

Professor Peter A W Rogers

Centre for Womeno6és Health Research, Monash Univer:
of Medical Research, Victoria, Australia, peter.rogers@med.monash.edu.au

Endometriosis affects an estimated 10% of women in the reproductive-age group
(Eskenazi and Warner, 1997), rising to 30% in women with infertility (Gruppo Italiano,
1994), with significant impact on their general physical, mental and social well being. There
is no known cure, and most current medical treatments are not suitable long term due to
their side-effect profiles. Endometriosis has an estimated annual cost in the USA of $18.8
to $22 billion (2002 figures from Gao et al, 2006 and Simoens et al, 2007) when direct and
indirect costs including lost work productivity are combined. Although endometriosis was
first described over 100 years ago, current knowledge of its pathogenesis, spontaneous
evolution, and the pathophysiology of the related infertility and pelvic pain, remain
unclear. Further, research into these problems has been limited and is significantly
underfunded in many, if not all countries.

Participants of the International
Consensus Workshop
15 March 2008

To commence addressing these issues a World of  endometriosis-related  topics  with  different
Endometriosis Society (WES) and World Endometriosis moderators responsible for each session. Each
Research Foundation (WERF) consensus workshop was moderator had some flexibility in how they handled
held following the 10t World Congress on their session, and was responsible for producing a
Endometriosis (WCE) in Melbourne in March 2008. written summary listing and justifying research

recommendations. Moderators were encouraged to

The workshop was chaired by Peter Rogers and was
tasked with establishing recommendations for priorities
in endometriosis research. The format for the meeting
was for a number of sessions covering different groups

involve others who they thought could add value to the
workshop. Each moderator was also asked to monitor
relevant talks and posters at the preceding WCE meeting
and include new findings and ideas in their session.
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The primary outcome for the workshop was to produce
a set of recommendations that could be submitted for
publication to the international peer-reviewed journal
Reproductive Sciences

The list of moderators and topics developed for the
workshop was as follows:

Grant Montgomery/Krina Zondervan:
Genetics, epidemiology, cancer, aetiology.

Linda Giudice:

Resources for endometriosis research; centralized
databases, multi-centre trials. Role of environmental
contaminants and endocrine disrupters. Pathogenesis of
pain and GnRH analogues in pain control. Prevention of
endometriosis. The immune response in women with
endometriosis.

ThomasDd Hoo g he:

Cost, centres of excellence, non-human primate models,
non-hormonal medical treatment, ESHRE Guidelines,
peritoneal  involvement,  proteomics,  retrograde
menstruation.

Asgi Fazleabas:
Animal  models, fertility/implantation, adhesions,
mesothelium, progesterone resistance.

Lois Salamonsen:
Cytokines, growth factors, proteases, biomarkers for
diagnosis, invasion, tissue remodeling.

Luk Rombauts:
Surgery and clinical trials.

RECOMMENDATIONS

>

diagnosis,

classification and prognosis,
treatment and outcome,
epidemiology, and
pathophysiology.

g1 b W N
—_ T —

Peter Rogers/Caroline Gargett:
Angiogenesis, genomics, inflammation,
histology/pathology, stem cells and endometriosis.

A total of 34 people representing academic, clinical,
pharmaceutical and consumer interests participated in
the day-long workshop, with in depth and wide ranging
discussion occurring on all topics raised.

Outcome

As planned, a manuscript containing recommendations
for research was developed based on discussions held at
the workshop and this has recently been published in
Reproductive ®Rogers et al, 2009).

This manuscript is available online, free of charge, at:
http://rsx.sagepub.com/content/vol16/issue4/ for
all WES members.

Priorities for Endometriosis Research: Recommendations From
an International Consensus Werkshop

Peser A W. lagen, BSe, PhID, Thomsas M. IVHooghe, MDD

et Iy Fasleaban, 1), Cac Carge ]

s C Geados, MID, PhID, MSe, Gear

Luk Rombaots, MDD, PhID, Lok A, Saamoeses, Ph
Kot T. Zosdervas, DPhi

Enbainns & o sivgrdogndvn boioks wtvw indomoonil tus Nowe b iwbsds s

www.endanetriosis.ca/research_networks.html

total of 25 recommendations for research were developed and grouped under five sub-headings:

Lo

There is a need for a multi-disciplinary approach to research in all aspects of endometriosis, to include reproductive
medicine physicians, reproductive surgeons, biologists, pathologists, oncologists, epidemiologists, geneticists,
immunologists, toxicologists, pain specialists, infectious disease specialists, biostatisticians, bioinformaticians, and others
to enable effective, accurate, and timely diagnosis, determination of those at risk, and prevention and treatment of
endometriosis, and associated disorders.

Diagnosis of Endometriosis

2.
3.
4,

Biomarkers are required that will provide an accurate, non-invasive method to diagnose endometriosis.

Advances in imaging techniques should be monitored for application to diagnosis of endometriosis.

That networks and/or biobanks and databases replete with patient clinical data are established to increase sample
availability and improve study power for endometriosis research, including assessment and validation of biomarkers.
Standard operating procedures should be established for tissue acquisition, processing, storage and distribution. These
activities should take account of existing databases and resources regarding patients with endometriosis.
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5.

That the effect of surgical sampling methods (laser, scissor, unipolar coagulation, etc.) on the quality of tissues for
research and influences on biomarker expression be analysed: including the impact of anaesthesia/analgesia at the time
of surgery.

Classification and Prognosis

6.

Reporting standards with detailed clinical, symptom and diagnosis information should be developed to allow better
comparison between studies and to improve our ability to combine the results from different centres to increase the
power of individual studies.

A standardised classification of endometriosis should be developed based on lesion humber, size, appearance, location,
pain symptoms, presence or absence of infertility, pain andinfertility, age of onset, family history/genetics, associated
disorders, and yet to be developed biomarkers.

Treatment and Outcome

8. There is a need for more well-designed, adequately powered, multi-center randomized controlled trials and long-term
follow-up studies comparing different endometriosis treatment options against defined outcome measures.

9. Novel medical treatments for endometriosis should be investigated.

10. Efforts should be made to maximise the amount of data that are generated from clinical trials through add-on studies
and collaboration with other relevant disciplines.

Epidemiology

11. Collaborations be established between research groups with sufficient subject numbers and appropriate standardization
of sample and information collection to identify genetic and environmental influences on endometriosis.

12. Additional samples of phenotypically well-characterised endometriosis cases and controls should be collected from
different ethnic groups for replication and evaluation of positive genetic associations.

13. Further research on an environmental aetiology of endometriosis is warranted, with windows of susceptibility (life
stages) being an important criteria in the collection of information. While measurements of individual and mixtures of
endocrine disrupting chemicals (and other environmental contaminants) can be challenging, timing of exposure, dose,
and duration are important to determine, if known, and should be included in databases, where possible.

Pathophysiology

14. Heterogeneity of endometriosis lesions should be investigated using the full range of pathological and analytical
approaches to ascertain whether an association exists between different lesion types and any given symptomatology.

15. A better understanding of the role of eutopic endometrium in the establishment and continuation of endometriosis is
required.

16. Research should be performed on menstrual tissue, including material obtained from the peritoneal cavity by
laparoscopy performed at the time of menstruation. Differences in retrogradely shed menstrual material between
women with and without endometriosis should be defined, including but not limited to soluble mediators, endometrial
cells and leucocytes.

17. Functional properties of endometrial cells expressing stem cell markers should be investigated and menstrual
endometrium examined for endometrial stem/progenitor cells using any newly identified markers. The role of bone
marrow-derived cells in endometriotic lesion development should be further investigated. Developmental signalling
pathways should also be examined in endometrial stem/progenitor cells and in models examining the metaplasia and
foetal stem cell theories of endometriosis.

18. The inflammatory response is an important avenue for further research and should focus wherever possible on a
systems biology approach rather than individual components of the inflammatory pathway.

19. That understanding the origins of the pain associated with endometriosis is a priority for endometriosis research: such
work should include specialists in the pain field.

20. Clinical and basic studies should be undertaken to determine the effectiveness of different progestins and SPRMs as
agents for treating endometriosis.

21. Appropriate animal and in vitro models for studying different aspects of endometriosis pathophysiology should be
agreed upon by the endometriosis research community.

22. More basic research is needed on mechanisms and risk factors underlying transformation of ovarian endometriosis to
ovarian cancer and the mechanisms underlying higher risk of developing breast cancer, non-Hod g ki nds |
brain cancer.

23. More research is needed in order to better understand the biology and function of macroscopically normal peritoneum
in women with and without endometriosis.

24. A better understanding of the mechanisms that underlie fibrosis and adhesion formation in the peritoneal cavity of
women with endometriosis is required.

25. Research is needed to elucidate the role/link of diet in endometriosis.
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Conclusion

As stated earlier, there seems little doubt that research
into endometriosis is significantly under-funded relative
to other diseases with major healthcare burdens. The
reason for this is unclear, but may reflect the practical
difficulties of developing competitive research proposals
when working on a complex and poorly understood
disease, which only affects women.

The workshop organisers also recognise the strong and
active endometriosis patient advocacy groups that exist
around the world, and hope that this consensus
statement will provide a valuable resource for their
efforts to increase awareness of, and funding for
research into all aspects of endometriosis.
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UPDATES FROM NATIONAL SOCIETIES

Deep endometriosis in focus at Weissensee in February

The SEF team in Weissensee

endometriosis.

A by Liselotte Mettler, Germany

Stiftung Endometriose Forschung (SEF) met in Weissensee on 20 & 22 February this year
to develop recommendations for a standardised pre-operative diagnosis and
documentation for the surgical therapy of deep endometriosis.

The meeting, which was organised by Adolf Schindler, Ludwig Kiesel and Jorg Keckstein,
brought together 35 experts in the field of diagnosis, therapy and research of

They discussed, for the fifth time, new standards of our field. After some initial discussions on criteria for classification of
endometriosis centres, on the number of these centres and their names two major groups worked on:

1) Rectum resection or disc resection in bowel endometriosis

2) Surgical therapy of deep infiltrating endometriosis with nerval protection - pro and contra.

Additional topics presented were new molecular (Leyendecker, 1998) and cellular recognitions in the field of endometriosis,
value of biochemical parameters and proof of endometriosis cells in pelvic lymph nodes.

As alternative therapy concepts medical therapy, traditional chinese medicine (TCM) and nutritional aspects were discussed.
As a high light of the conference the Enzian-Score (Tuttlies et al, 2005) was accepted as the best staging modality for deep

infiltrating endometriosis.
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According to me the most interesting paper was presented by Sylvia Mechsner on the finding of endometriosis cells on
pelvine lymph nodes in patients with deep infiltrating endometriosis (Estrogen and progestogen receptor positive
endometriotic lesions and disseminated cells in pelvic sentinel lymph nodes of patients with deep infiltrating rectovaginal
endometriosis: a pilot study S Mechsner, M Weichbrodt, WFJ Riedlinger, J Bartley, AM Kaufmann, A Schneider and C
Kohler. Human Reprod 2008:23(10): 2202-2209).

The meeting was held at the beautiful frozen alpine lake called Weissensee which gave us the possibility to ice-skate over 30
kilometers during the recreational time!

Blossom Ball in New York launches the Endometriosis Foundation of America

Whoopi Goldberg openedt he first oBl ossom Ball 6
New York with a firet take care of yourself d cause if you are dead, it is not going to work
out! o

Ms Goldberg emphasised that if girls or women are in pain, it is time to get themselves
checked out, because pain is the bigt
-- and she is right!

Ms Goldberg went on to share with the ~250 dinner guests that she too had suffered from
endometriosis, but had been fortunate enough to be treated in a timely fashion so that it
did not impact her life, the way in which it impacts millions of women around the globe.

Whoopi Goldberg speaks at
the Blossom Ball on

20 April 2009 She was surprised when she realised that even her daughter had never heard of the disease

before & a stark reminder of how much we need awareness of endometriosis. 0 Let ds cut t hat d
abouti t o, sai d MwasaXe Bloksone Ballgtq suppott fellow endometriosis-sufferer, Padma Lakshmi, who &
together with Dr Tamer Seckin & was launching the Endometriosis Foundation of America (EFA).

Ms Lakshmi decided to do something after having been treated, successfully, for
endometriosis and realising that Obei”
happens to you it doesndt really sink

BILLOSS

The Endometri osi s Fountpravidedape toowomemsoffering
from the debilitating effects of endometriosis and associated diseases and that early diagnosis
and timely intervention are crucial in the successful management of the disease.

EFA wishes to address societal prejudices and misinformation about endometriosis in the
medical community. Through combining research and education, as well as emotional and
financial support.

Co-founders of EFA, Padma
Lakshmi and Dr Tamer Seckin, at
the Blossom Ball

= www.endofound.org

COMMENTS and DEBATE

We welcome your input!

Thee-JdJour nal is a key medium f oim betwédh She woddnedngresses. Ve avish dos
encourage everyone to feed back with their comments to articles published in the e-Journal & to share their opinions and
experiences, so that results can continuously be built upon to further ourcause. Debat e i s healt hy,
You contribution can be sent to the editor at: ejournaleditor@endometriosis.org

The deadline for the next issue is 1 June 2009.
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