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D ear WPATH Members

W e are happy to besending you the 4th HBIGDA/ WPAT H Updat e for 2006.

It providesinformation on hormone treatment for trans men and on a study propased by
the endocrinol ogists Louis Gooren of the Netherlands and Guy T §oen of Belgium of
adverse events of cross-sex hormone treatment in transsexual persons. Your input and
comments on this study are highly valued.
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Moreover, wewould like to direct you to our webste, where you will find our CALL FOR
PAPERS for our 2007WPATH Biennial Symposium in Chicago, Illinois. Just goto:
http//w ww.hbigda.org/20061gAnnouncement.htm for more information.

A completely new aspect of this meeting is the organization of a Pre-conference Meeting
which will beheld on W ednesday afternoon, September 5, 2007.More details will be
emailed to you later. Mark your calendars with the date of the Symposium (September 5 D8,
2007) aswdl asthe deadline for pgper submission (January 31,2007)

Don't hesitateto contact me or the WPAT H office with your questions and comments.
With my very best personal regards,

Stan J. Monstrey, MD, PhD
Presdent

HORMONAL TREATMENT IN TRANSGENDER INDIVIDUALS

WPATH Serious Adverse Event Report
Guy T §oen, MD and Louis Gooren, MD

Signifi cance and Background

Cross-sex hormone treatment is an important component of the medical treatment of
transsexual persons. Recommendations are usually based upon published sources and from
personal experience. Currently, thereis no consensus with regard to types of sex hormone
or recommended dosages, and thereis little efficacy data available for different hormonal
treatment regimens. Adverse effects of sex steroid therapy do inevitably occur. But so far,
thereis no forum where these clinical experiences can be shared among hormone-
prescribing physicians.

Retrospective morbidity and mortality datain transsexual persons have been reported by the
FreeUniversity Hospital in Amsterdam; mortality is not increased during cross-sex
hormone treatment in comparison to the general population (van Kesteren et a, 1997) In
male-to-female transsexual persons, venous thromboembolism is the most significant cross-
sex hormone treatment risk, likely correlated to estrogen type mode of administration, and
dosage. Much of the morbidity in female-to-male transsexual personsis minor and

reversible with appropriate therapy or temporary discontinuation of testosterone treatment.
Contraindicationsto therapy arerare but should beconsidered beforeinitiation of cross-sex
hormone therapy.

Serious adverse events possibly attributable to cross-sex hormone treatment may be
underestimated. Recently, the second case of ovarian cancer in afemale-to-male transsexua
while on androgen supplementation therapy was reported (Dizon et a. 2006) Therdatively
small number of transsexual personstreated at each clinic makesit difficult to extract
meaningful data on risks attributable to hormonal treatment. Also, the nature of the
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phenomenon and the population does not lend itself to placebo-controlled prospectivetrials.
T o complicate matters further, health professionals are confronted with transsexual persons
who choose to sdlf-prescribe hormones, sometimes of dubious quality or origin.

Our Research Proposal

A paossible project, in collaboration with the W orld Professional Association for
Transgender Health, and based upon an idea of the second author, Dr. Louis Gooren, would
build on WPAT H® continuous efforts to subsantially improve the health of transgender
persons. W e have developed a Seriaus Adver e Event Repart with the goal of obtaining
pharmaco-epidemiological information. Using structured and confidential reports, we would
like to collect information on serious adver se events following hormonal treatment in all
transgender parsons. T he additional goal isto assess the short-term and long-term
outcomes of the complications from hormonal treatment.

W e define an adverse event as any new untoward medical occurrencein atransgender
individual on hormonal treatment (e.g. venous thromboembalism, lactotroph adenoma,
breast cancer, prostate cancer, ovarian cancer, lipid disorder, cardiovascular disease,
cerebrovascular disease, diabetes mdlitus, liver disease, hepatitis infection, HIV infection,
depression, etc.). An adverse event that meets one or more of the following

criterial outcomesis classified as serious: death; life-threatening (i.e., immediate risk of
death) illness; in-paient hospitalization or prolongation of existing hospitalization; and
persistent or significant disability/i ncapacity. Important adverse eventsthat may not result
in death, belife-threatening, or require hospitalization may be considered serious when,
based on medical judgment, they may jeopardize the patient or subject, or may require
medical or surgical intervention to prevent one of the outcomes listed above. A physician or
other health professional may judge other adverse eventsto beserious, or they may be
defined as serious by theregulatory agency in the country in which the adverse event
occurred.

Weaim to collect datafrom all centers working with transgender individualsin all countries
around theworld. An approval for this research study has been obtained from the Ethics
Committee, Ghent University Hospital, Belgium.

Proposed Definitions

Before we begin our research, , weinvite WPATH membersto review our definitions of
serious adverse events following hormonal treatment and our proposed survey form, and
send comments and questions to: Dr. Guy T §oen, guy.tsjoen@ugent.be, endocrinologist,
University Hospital Ghent, Belgium.

1. Serious adver se events (SAE)

Any new untoward medical occurrence (e.g. venous thromboembolism, lactotroph
adenoma, breast cancer, prostate cancer, ovarian cancer, lipid disorder, cardiovascular
disease, cerebrovascular disease, diabees mdllitus, liver disease, hepaitis infection,
HIV infection, depression), affecting atransgender individual who is receiving
hormonal treatment
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2. Relatedness

Thecriterion applied is adetermination of whether there is areasonable passibility
that the event may have been related to the hormonal treatment. Notethat a
@easonable possibilityOdoes not include cases where thereis only aremote or
unlikely passibility that the serious adverse event_may have been caused by the
treatment.

3. Seriousness

An adverse event that meets one or more of the following criteria/ outcomesis
classified as serious:

¥ Death

¥ Life-threatening (i.e,, immediaterisk of death)

¥ In-patient hospitalization or prolongation of existing hospitalization

¥ Persistent or significant disability/i ncapacity

Important adverse eventsthat may not result in death, belife threatening, or require
hospitalization may be considered serious when, based on medical judgement, they
may jeopardize the paient or may require medical or surgical intervention to prevent
one of the outcomes listed above,

A physician or other health professional may judge other adverse eventsto beserious,
or they may be defined as serious by the regulatory agency in the country in which
the adverse event occurred.

Conclusion

W e hopeyou share our interest in improving our understanding the nature and
consequences of complications from hormonal treatment. We would like to assemble a
database large enough to allow the generation of well-founded answersto these questions.

Guy T'Sjoen, MD, PhD isasecialig in Internal Medicine Endocrind ogy- Diabetd ogy with a
degreed Clinicd Andrdogie. Hewarksasadinician and clinicd invesigatar the Department of
Endocrind ogy, Universty Hospital Gent asa mambear of the Gende' team. Heiscoditar of the
International Journal of Tranggenderism, and TheBdgian Journal of Sexdogy.

L ouis Gooren isEndoxindogig and Prafessor of Transsexd ogy at thehospital of theVrije
Univerdtdt of Amgedam, theNeahalands Hisresarchinteretsarel) erorsof sxual
differentiation/ transsexd ogy, 2) cross- < hormaonetreatment, 3) tetoster ane pathophys dogy, 4)
seual medicing and 5) aging male Hehasnume cussaattific pubdicaionsin thexeareas
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SEX HORMONE LICENSED FOR TREATMENT OF

TRANSGENDER MEN
Christine Burns, MBE., B.Sc.,, M., CEng.,, M.B.C.S, C.I.T.P.

In what is bdieved to bethefirst such move of its kind, pharmaceutical giant AkzoNobd has
obtained alicense variation enabling the male hormone Suganan to beofficially prescribed
for female to male transsexual individuals.

In aletter to Dr Lynne Jones M P, the company's Head of Regulatory affairs wrote; @ am
pleassd toinfarm you that our productliceasefar Suganon in the UK has been updated toincludeuse
in femaleto maletranssexual patients Section 4.1 of the Summary of Product Characerigics(SPC)
datesthat : O etosteroneadministration may alo beusad as supportivetherapy for femaleto male
transsxuals' "

Before any drug can beofficially prescribed by adoctor it must go through extensive tests
for @egulatory approval”. Part of that process also involves defining the circumstances in
which the drug isintended for use. Until now, drugs like Susanon (a form of testosterone),
the family of oestrogen replacements, and other products such as drugs used to block
hormone receptors, have been licensed for their originally conceived uses, but not for
helping peopleto transition from one sex to another or maintain appropriate hormone levels
oncethere.

Thislack of approval has meant that, for decades, doctorstreating transsexual individuals
have always effectively been out on alimb when prescribing. Therisk was that if anything
ever went wrong (if atransgender woman had a blood clot, for instance), the physician who
prescribed the drugsin question would have no defense for her/his actions.

Theway in which physicians have sought to cover themselves in these circumstances has
been to rely on the authority of someone else to authorize them to write a prescription -- a
group insurance commission (GIC) specialist or endocrinologist, for instance. Some general
practitioners have smply refused to taketherisk at all, however. Therisksinvolved have
also created astrong desireto lean on the WPATH Standardsof Careas a further source of
defense.

Over thelast year, the Chair of the UK's Parliamentary Forum on T ranssexualism, Dr.
Lynne Jones, M P, has had meetings with representatives from many of the companies who
manufacture the products that transgender individuals use. It was generally thought that
the costs for any of those companiesto justify alicense variation of this kind would be
prohibitive. Normally such a process involves extensive testing and analysis of results from
controlled trias. Thisfirst-of-a-kind moveis therefore extremely significant -- showing that
it can bedone.

AkzoNobd has supplied a copy of the updated Summary of Produd CharaceEidics(RA 1440
UK 2 (ref 2.0)). They have also supplied a copy of the updated paient information |eafl et
for Suganon 100/250.
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W e aim to have these documents loaded on the Press for Change web site www.pfc.org.uk
as soon as paossible for easy reference. [ Press for Changeisa paliticd lodoying and educdional
arganizati on, whichcampaignsto achieveequal civil rightsand libertiesfor all transpeoplein the
United Kingdam, through legidation and social change]

In the meantime all the necessary information can be obtained online from the Electronic
M edicines Compendium at http//e mc.medicines.org.uk. Smply enter the keyword
"Sustanon” in the Quick Search box and then select either the Patient Information L eaflet
(PIL) or the Summary of Product Characteristics (SPC).

T his license change only appliesto the UK and thereis no indication yet of where other
companies may bein terms of following suit (e.g., for other common drugs such as Ethinyl
Oestradiol, widely used by trans women). Each pharmaceutical company needsto go
through asimilar license variation process for the individual products they manufacturein
order to achieve these changes. Akzo Naod'sHead of Regulatory affairs has indicated,
however, that "we would behappy to share our experience of the process with other
companies’.

Christine Burnsisatranssxual woman and hascanpaigned for over a decadewith the UK aby
Pressfor Change and athe bodiessuchasthe Parliamentary Farum on T ranssexualiam. Shehas
alsotaken a leading rdein canpaigns on media represmtation, health and social caeissues
Chrigineisalsoaprdificwrite on transissues Shewasoned four transcammunity expatsto
canault with theBritish Governmeant at all gagesleading tothe Gender Recanition Actin 2004 and
waslate awarded an MBE for srvicsto"Gende Isues'. [Bioand hibliography :
https//w ww.pfcorg.uk/n ode'2 7]
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annﬂBc%r]r‘lent 20th International

SYMPOSIUM
WORLD PROFESSIONAL Chicago lllinois
L 2 oo 5-5, 2007

The World Professional Association for Transgender Health (WPATH) willbe holding its 20th
International Symposium in Chicago on September 5-8, 2007, at the Embassy SuitesHotel. The
hotelisin downtown and a short walk to Navy Pier and Michigan Avenue. Thislocation affords
accessto the city@ main attractionsand to all our conference activitiesand the gala. Please plan
on attending!

In addition to an outstanding scientific program, we willbe offering pre-conference workshopson
September 5, forin-depth training in specialized areasof member interest.

The Sientific Committee hasposted guidelinesforthe submisson of papersb

FHnd out more by clicking HERE!

So, mark your calendars, we look forward to seeing one and allin Chicago!

Stan Monstrey | MD, PhD (Belgium)
Stephen Whittle | PhD (United Kingdom)
Walter Meyer | MD (USA)

SCIENTIFIC CO-CHAIRS

Randi Ettner | PhD (USA)
Loren Schechter] MD (USA)
Vin Tangpricha] MD (USA)
LocAL ORGANIZING CO-CHAIRS
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