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n
Ambiguous genitalia of the

newborn is, sine qua non, the

paradigm-of-a ddorcer-of sex——
development (DSD)

that demands a multidisciplinary team approach
to management. The problem is immediately
apparent at birth, and what is conveyed to the
family in the ensuing hours and days will have a

long-lasting impact. Assignment to either...
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ommentary to «Attitudes towards ‘disorders of sex

development’ nomenclature among affected”

n

«In the beginning was the Word

B Hauane oObino

Cnoso... - VH. 111

1] n

The authors should be congratulated for this excellent article [2]
raising the essential issue of terminology to identify individuals
born with atypical genitalia. The emotional impact of words
describing these situations was evaluated by a cohort of patients
and caregivers. There was clearly negative feedback from many
patients, associations, and caregivers regarding the acronym DSD
(disorders of sex development), which is uncomfortable,
stigmatizing, and confusing for many in the current debate on
management of these conditions.

The authors focused on the AIS group to evaluate the impact of
terminology, which represents a limitation in their study, as the
DSD issue covers many distinct groups of pathologies which may
lead to different personal perceptions. As an example, some CAH
(congenital adrenal hyperplasia) groups openly deagreed with
their assimilation to DSD [3,4]. Language and culture also interfere
with the interpretation of what DSD entails. The term sex does not
have the same meaning in English/ American and some other
languages. Does it refer to the «individual inner identity” (brain or
cortical sex), which is a subtle perception of one’s own identity; or

does it refer to the «outer identity” (genital sex)? In that case, the

[1] saint John the Evangelist.
Prologue. John 1:1.

[2] Johnson EK, Rosoklija I, Fmlayson
C.Chen D,

Yerkes EB, Madonna MB. et al. Attitudes
towards «disorders of sex
development» nomenclature among
affected individuals. J Pediatr Urol 2017
May 8. pit: SI477-5131 (17)30183-3.
http://dx. dot .org/10.1016/J. jpurol
2017.03.035 [Epub

ahead of print).

[3] Lin-Su K, Lekarev 0, Poppas DP,
Vogiatzi MG. Congenital adrenal
hyperplasia patient perception of
‘disorders of sex development’

nomenclature. Int J Pediatr Endocrinol
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TepmuHonorus PERSPECTIVES

B aHMoA3bIYHOU NUTepaTypeE:

Bringing Back the Term “Intersex”

isorders differences

of sex development (DSD) of sex development

variations

of sex development
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TepMnHONOrna B oTe4eCTBEHHOM
nuTepartype

HapyLweHus/natornorusi/ oco6eHHOCTH
HeonpeaerneHHasi NoNoBasi PUHAAEKHOCTb

NOoJy10BOIro pa3BUTUA

HapyLueHusi/aHomanum/ocobeHHoCTH HEONDENENEeHHOCTb MoNa 1 T4,

doopmMmnpoBaHUA nona

Bapuaumu nonoson gudpdepeHUnpoBKM

~

[Tpy 3TOM HEKOTOpPbIE aBTOPbI, UCMONbL3YHoLLME
TEPMUH «HapyLweHus popmMmmnpoBaHuns nosa», ¢

HapyLleHusa andodepeHUnpoBKX rnosa OOHOW CTOPOHbI NOYEMY-TO CUHUTAIOT, YTO
MMEHHO OH 1 BbINT NpeanoXeH Ha

KOH(pepeHuun B Hukaro, a ¢ gpyrom —
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K TepMmnHonormm

«HapyLeHns nonoBoro passuUTnA» — NPSMoun NepeBos
«disorders of sex development (DSD)». Mpu aTom,
CTPOro roBops, HE COBCEM SAICHO, O KaKOM Pa3BUTUN UOET
peyb: 06 aMOPMOHaNBbHOM Pas3BUTUKM NOOBLIX OPraHoOB

MM O NONOBOM pa3BuUTUM pebeHka — oba MoryT BbITb

Hauny4dwmnm BbiIGOPOM MOXKET
ObITb «HapyLUEHWsI MOFIOBOW
ONppepeHUNPOBKU» —
«disorders of sex
differentiation (DSD)»

From the Division of Urology. Julia Spencer
Alfred I. DuPont Hospital for

i Barthold
Children. Wilmington. Delaware

Disorders of Sex Differentiation: A Pediatric Urologist's
Perspective of New Terminology and Recommendations

Purpose: In 2005 medical and lay experts convened (the Chicago Consensus), and reviewed and
updated nomenclature and treatment recommendations in individuals with congenitally atypical
gonadal, chromosomal or anatomical gender. This review summarizes, analyzes and considers
the implications of these recommendations in pediatric urology practice.

Materials and Methods: Publications identified in a PubMed® search of 2000 to 2010 as well as
relevant prior reports of new concepts and trends in the diagnosis of and treatment for
intersex/ambiguous genitalia/disorders of sex differentiation, and responses to the Chicago

Consensus were reviewed.

Results: In response to concerns regarding outdated, confusing and/or controversial terms, such

of_hnterseé hermogr&c?|té3fna?g:’|,ﬁeexﬁ e;,sglchoe more clealédtermme wropnote

management and prognosis for this heterogeneous group of disorders.

taxonomy based on the umbrella term, “disorders of sex

differentiation.” "

Additional categorization based on sex chromosome complement was recommended but not
clearly defined and variously interpreted. Routine use of multidisciplinary diagnostic and expert
surgical teams, continuing psychosocial and psychosexual care, and full disclosure of alternatives
relating to surgery type and timing were recommended. Early gender assignment was advocated
but evidence-based guidance to support some aspects of care of affected individuals was
insufficient. Pediatric urologists should remain abreast of new data refining the diagnoses and
outcomes of disorders of sex differentiation, and ensure that their patients have access to

multidisciplinary resources. Conclusions: Major changes in classification and expectations in the
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TepMMHONOrMA B OTEH4ECTBEHHOM
nuTeparype

B b|3b| BaeT Onucanue HINO, kak nmetowmx

e MWHTEpCEKcyarnbHoe CTpoeHue

e epmadpoguTHOE CTPOEHUE

BO rl pOC bl : e ABOWCTBEHHOE CTpOeHue n T.4.

e

[MpencrtaBrneHne o0 TOM, YTO NaToNorus
ypeTpbl U Bnaranuwa y 4eBOYEK C
Bblpa)XeHHON BUPUNn3auuen aBnsaeTcs

XXeHCKOM runocnaguen

e

a3HOYTEHNE B NOHMMAHUW, YTO Takoe
streak roHapa n Kak NnpaBuUNbHO

npousHocuTcs crnoso streak [stri:k].
n

“Streak gonad composed of ovarian

stroma with no idﬁntifiable follicular

structures”.
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Knaccudoukaum

Mpumep knaccndgumkauum

Ynkarckoro KoHceHcyca:
n

While consideration of karyotype
is useful br da ssifi cat bn,
unnecessary reference to
karyotype should be avoided;

ideally, a system based on
—descriptive tedhs (forexampie,
AARGFRIEIIRSERSIEMILY e ats, complete
a j Siipi %5@]?5%39 disorders
o g@%@@mﬂgﬂ, LE»IS% , mullerian, renal,

CW' <f| m normalities; PAIS,
partb o%yr%g noinsensm\'/ity syndrome, POR,

cytochrome P450 oxidoredudase.

An example of a DSD classification

anomaly
(A) 45 X (Turner (A) Disorders of gonadal (tetficula-)

syndrome and variatfs) development

1. Complete gonadal dysgenesis
(swyer syndrome)

2. Partial gonadal dysgenesis
3. Gonadal regression

2. Ovofeslicular DSD

(B) 47.xXY (Klinefelter synrfrome
and variants)

(B) Disorders in androgen synthesis
or action

1. Androgen biosynthesis delect (eg,
17* hydroxysleroid dehydrogenase

(D) 46,xX/46,XY (chimenc, deficiency, 5* reductase deficiency,
StAR mutations

OVOteSt|Cu | CI r DS D)Z Delect in androgen odbn (eg,
CAIS, PAIS)
3. IH receptor defects (eg, Leyd'g cell
hypoplasia, aplasia)
4. Disorders of AMH and AMH
receptor (persistent mullerian duct
syndrome?

(Q Other
(eg. severe hypospadias, doocal
extrophy)

(Q 45.X/46.XY (mixed go nodd
dysgenesis, ovofeslicular DSD)

(A) Disorders  of

46,XX DSD

gonadal  (ovarian)

dAelopment

. Ovotesticular DSD

2 Testicular DSD (eg, SRY+, dup SOX9)
3. Gonadal dysgenesis

(B) Androgen excess

1. Fetal (eg, 21-hydroxyfase deficiency,
1-hydraxylase deficiency)

2 Fetoplacental (aromatase deficiency,
POR)

3. Maternd (luteoma, exogenous, etc)

IQOber
(eg, doacd erfrophy, vaginal atresia,
MURCS, other syndromes)
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K TepMmnHonormm

“B HacTogdLllee Bpem4
OCHOBHbIMU KaTteropunamm DSD
anatTca 46,XX DSD, 46,XY
DSD, sex chromosome DSD,
ovotesticular DSD n 46,XX

testicular DSD”

Sarah M. Lambert, MD*. Eric J.N. Vilain, MO.
PhDb,
Ro as F. Kglon, MO*

ractica A}Sproach to Ambiguous Genitalia in the

Newborn Period
Keywords:

Ambiguous genitalia, Congenital adrenal hyperplasia, Disorders of sex development,

Neonates
CHAPTER

The evaluation and management of a newborn with
ambiguous genitalia must be undertaken with
immediacy and great sensitivity. The pediatric
urologist endocrinologist geneticist, and child
psychiatrist or psychologist should work closely with
the family in pursing a dual goal: to establish the
correct diagnosis of the abnormality and. with input
from the parents, determine gender based on the
karyotype, endocrine function, and anatomy of the
child. In this section the authors outline a practical
approach to the neonate born with a disorder of sex

development (DSD).

Nomenclature

Genital ambiguity in the neonate has been
described for centuries and evidence for disorders
of sexual differentiation exists from many ancient
civilization’ The actual incidence of DSD is difficult to
accurately determine because of the heterogeneity
of the clinical presentation and the varied etiologies.
Using birth registries, some authors have attempted

to estimate the incidence of ambiguous genitalia at

The main categories include sex chromosome DSD.
46.XX DSD. and 46XY DSD. Some conditions can be
placed into more than one category. Additionally,
although tho majority of infants with 46XX DSD will

be diagnosed with congenital adrenal hyperplasia
Riaghesis, approximately 50% of children with 46.
Bhoomospmelsexdeastaiisnedar éediresien and the

undifferentiated gonads subsequently develop into

either testes or ovaries. A child's phenotypic sex results
from the differentiation of internal ducts and external
genitalia under the influence of hormones and
transcription factors. Any disc'bfonmmmgihﬁf_
processes results in ambiguous genitalia or DSO

Currently, the main categories
of DSO are 46.XX DSD. 46.XY

DSD. sex chromosome DSD.

ovotesticular DI, ana26xx
testicular DSD)
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BapuaHT knaccudpukaumnm

Best Practice & Research

Consequericesof the
etabolism

ESPE/LWPES
guidelines for diagnosis and

treatment of disorders of sex

leuan A. Hughes:

Professor of Paediatrics

Department of Paediatrics, University of
Cambridge, Addenbrooke’s Hospital, Box 116,
Cambridge CB2 OQQ UK

C. Nihoul-Fekete
Paediatric Surgeon
Department of Paediatric Surgery, Hopital des

B. Thomas
Enfcmts Malades, Paris, France

&g)ort group counsellor
crindlogy & Metabolism

P.T. Cohen-Kettenis

Clinical Psychologist

Department of Medical Psychology, VU
University Medical Center, P.O. Box 7057,
1007 MB Amsterdam, Netherlands

Table 2. A proposed classification of causes of disorders of sex development (DSDs).

Sex chromosome
DSD

A: 47, XXY (Klinefelter
syndrome and variants)

B: 45,X (Turner syndrome
and variants)

C: 45,X/46,XY (mixed
gonadal dysgenesis)

D: 46,XX/46,XY (chimerism)

C: 45.X/46.XY
(mixed gonadal
dysgenesis)

46,XY DSD

A: Disorders of gonadal (testicular) development
1. Complete or partial gonadal dysgenesis

(e.g. SRY, SOX9, SF1, WTI, DHH etc)

2. Ovotesticular DSD

3. Testis regression

B: Disorders in androgen synthesis or action

1. Disorders of androgen synthesis
LH receptor mutations SmitheLemlieOpitz
Syndrome
Steroidogenic acute regulatory protein
mutations Cholesterol side-chain
cleavage(CYPI1AT)
3b-hydoxysteroid
dehydrogenase 2 (HSD3B2)
17a-hydroxylase/17,20-lyase (CYP17)
P450 oxidoreductase (POR)
17b-hydoxysteroid dehydrogenase(HSD17B3)
5a-reductase 2 (SRD5A2)

2. Disorders of androgen action

Androgen Insensitivity Syndrome

Drugs and environmental modulators

c.Other

1. Syndromic associations of male genital
development (e.g. cloacal anomalies,
Robinow, Aarskog, Hand-FootGenital, popliteal
pterygium)

2. Persistent Mu’llerian duct syndrome

3. Vanishing testis syndrome

s Isolated hypospadias

(cxorf6)
5. Congenital hypogonadotropic hypogonadism

6. Cryptorchidism (wsts, erear)

46,XX DSD

A: Disorders of gonadal (ovarian)
development

1. Gonadal dysgenesis

2. Ovotesticular DSD

3. Testicular DSD (e.g. SRYp, dup SOX9,
RSPO1)

B: Androgen excess
1. Fetal
3b-hydoxysteroid
dehydrogenase 2
HSD3B2
21-hydroxylase (CYP21A2)
P450 oxidoreductase (POR)
1lb-hydoxylase (CYP1IBI)
Glucocorticoid receptor
mutations
2. Fetoplacental
Aromatase (CYP19) deficiency
Oxidoreductase (POR) deficiency
3. Maternal
Maternal virilizing tumours (e.g.
luteomas)
Androgenic drugs

c:.Other

1. Syndromic associations (e.g. cloacal
anomalies)

2. Mu’llerian agenesis/hypoplasia e.g.
MURCS)

3. Uterine abnormalities (e.g. MODY5)

s Vaginal atresis (eg.

KcKusickeKaufman)

s. Labial adhesions
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Knaccudoukaums.
pacLUnpeHHoe
TonkoBaHue DSD

«DSD — 3TO BpOXAEHHbIe
COCTOSAHUSA, NPU KOTOPbIX
XPOMOCOMHbIWN, rOHaOHbLIN UK

aHaTOMWUYECKNU MOonN ABMAETCS

Tem He meHee npod.Hughes, yyacTsoBaBLIWiA B
HeFiABdbked Moyo KoHceHcycom onpegenenns
DSD, ganee nucan, 4To cnankoobpasoBaHne Mexay
NnonoBbIMK rybamu y eBOYKM ABNAETCA HapyLLUEHNEM
NMOMOBOro Pa3BUTUS, MOCKOSMbKY ee MaTb 0b6ecrnokoeHa

TEM, UMEETCA I Yy o4epn HopmMalibHOE Bnaranuwie!

Journal of Pediatric Urology (2010)
Department of Paediatrics, University of
Cambridge, Cambridge CB2 2QQ_, UK

leuan Hughes

How should we classify intersex disorders?

It is a tall order to expect 50 experts on a subject in
medicine to reach unanimity when tasked with
devising an alternative nomenclature and
classification system for a set of conditions that
manifest as intersex at birth or at puberty with
somatic sex characteristics discordant with sex
assignment. Yet, that was attempted in 2005 and
realized as what has now become known as the
Chicago Consensus on management of intersex
disorders [1]. The task was approached using the
strategy of consensus decision making, which
involves reaching general agreement or an accord
amongst a group of individuals. While it is
acknowledged that some participants may express
divergent views, they are nevertheless willing to
accede to the ethos that the sum of the parts is
more important than the individual components.
This enables a concordat to be reached for which
the group as a whole is responsible. When such a
consensus document reaches the public domain, it
is inevitable that experts in the subject area will
exercise their right to dissent over certain elements.
Such debate is to be welcomed, for which an
opportunity has arisen in this issue of the Journal

based on the paper by the Aaronsons [2].

n
even the common labial
adhesion which can
completely occlude the
vaginal opening is not a

—trivial" matter fgr the

mother who is concerned
So what is the bosdor the o thors wroposmg an

oltgmg\te QCQ!}I L@J QdSNleqte its

merits? It is ar ued thot the s ortl 0|nt should not be
sex cgomosomes as this’is unrellqé as a diagnosis.
But knowing that a karyotype is XX in an infant with DSD
is not a diagnosis, it merely steers the investigator
towards one of the three subgroups. The first subgroup
defined as a sex chromosome anomaly [will be readily
identified by examples such as 47XXY, 45X0/46XY,
46XX/46XY and several other cases of aneuploidy that

can arise. Where this karyotype-based approach fails,
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BapuvaHTbl knaccudukauum

«non-hormonal/non-chromosoma
JpD& pHBsdiatric Urology (2016)

Surgery in disorders of sex development (DSD) with a

gender issue: If (why), when, and how?
Pierre D.E. Mouriquand, Daniela Brindusa Gorduza, Claire-Lise Gay, Heino F.L.

Meyer-Bahlburg, Linda Baker, Laurence S. Baskin, Claire Bouvattier, Luis H. Braga
Anthony C. Caldamonej, Lise Duranteau, Alaa El Ghoneimi, Terry W. Hensle, Piet
Hoebeke, Martin Kaefer, Nicolas Kalfa, Thomas F. Kolon, Gianantonio Manzonis,
Pierre-Yves Mure g,b, Agneta Nordenskjold, J.L. Pippi Salle, Dix Phillip Poppas,
B’f’\'ﬁ’lgg.)'Ronsley A, Richard C. Rink, R@fanao Rodrigo, Leon Sann, Justine Schoberjaq,

Ten years after the consensus meeting

'5“%?&%'}@ e%k%gg Ay é{ggrgie%\év@gbliotjo P. Wolffenbuttelad, Peter Lee
genital surgery continues to raise "non- hormondllnon
questions and criticisms concerning its

indications, its technical aspects, timing Ch romosomad I"

and evaluation. This standpoint details

each distinct situation and its possible
management in DSD) Questions are summarized for each DSD group

with the support of literature and the feedback of

several world experts.

5 main gI’OUpS of DSD Given the complexity and heterogeneity of presentation
there is no consensus regarding the indications, the
patients with atypical timing, the procedure nor the evaluation of outcome of

. . DSD surgery. There are, however, some issues on which
genitalia ger

most experts would agree: 1) The need for identifying

«non-endocrine/malformative

Btglbfscts Research (Part C) 00:000-000,
2014.

020F1. Wiley Periodicals, Inc. o
When Hormone Defects Cannot Explain It

Malformative Disorders of Sex Development
Romina P. Grinspon and Rodolfo A. Rey

Key words:
uterine and vaginal malformations; cloacal and bladder exstrophy,

aphallia; hypospadias; penoscrotal transposition

The birth of a baby with malformations of the genitalia urges medical action. Even in
cases where the condition is not life-threatening, the identification of the external
genitalia as male or female is emotionally essential for the family, and genital
malformations represent one of the most stressful situations around a newborn. The
female or male configuration of the genitalia normally evolves during fetal life
according to the genetic, gonadal, and hormonal sex. Disorders of sex development
occur when mate hormone (ondrogens and anti-Mullerian hormone) secretion or
action is insufficient in the 46,XY fetus or when there is an androgen excess in the
46,XX fetus. However, sex hormone defects during fetal development cannot explain
all congenital malformations of the reproductive tract. This review is focused on
those congenital conditions in which gonadal function and sex hormone target
organ sensitivity are normal and, therefore, not responsible for the genital
malformation. Furthermore, because the reproductive and urinary systems share
many common pathways in embryo-fetal development, conditions associating

urogenital malformations are discussed.
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Knaccudukauumsa: nmeroimnecs
npoonemsl

OTcyTcTBUE €anHON 0DLLENPU3HAHHON

Krnaccundounkaumm

N3meHuMBOCTb py6puK B
NPEONOXEHHbIX, PSA 13 KOTOPbIX YETKO
He onpeaeneHb!

1 NO—pasHOMY VHTEPMPETUPYIOTCS
(complete/pure/partial/mixed

gonodql dxs enesis
oyeTaHne CTapbiX U HOBbIX

Ha3BaHWUW naTosfornn

e

BkntoyeHne B ogHy rpynny 60MnbHbIX, UMEHLLINX
COBEPLUEHHO pasHble KITMHNYECKNE
XapakTepucTuKkn, Hanpumep, B rpynny 46,XX DSD
aesoyek ¢ BOKH, nmetowmx supunusaunio HMO u
HY>KOaLWMXCA B XMPYPruyeckon KoppeKkumun, 1
ManbumkoB (46,XX males) ¢ HopmanbHbIM
dEHOTUNOM U He TPEBYIOLLIMX HUKAKNX

BMeELIATE1bCTB

Bce 9TO CO3[aeT Cepbe3HYIO0
nyTaHuuy, pasodbpaTbcA B

KOTOpOW ObIBAET AOCTATOYHO
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TepMunHonorma n knaccmukaums

Takum o6pa3om, kKak NpeacTaBnAeTcs, Ha3pena HacyLHas

Heo6xoAMMOCTb YHUULMPOBATb

TepMI/IHOJ'IOFI/I}O/HOMeHKJ'IaTypy N 0aTb KPUTUYECKYHO OLIEHKY

NCMNoJib3yeEMbIM KJ'IaCCI/IC*)I/IKaLI,I/IFIM.

be3 obwero a3blika

TPyaQHO MOHMMATb

ApYr Apyra
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Pabo4asa knaccmdukayms

HapyweHusa nonosow

UHTepceKkc nudbdhepeHUMPOBKM foHaabI
(HNO =DSD)

YKeHcKkuit 46, XX HIMNA ANYHUK + ANYHUK

ncesgorepmadpoanTmnam

My>KcKoM 46,XY HIMA ANYKO + ANYKO

ncesgorepmadpoanTmnam

NCTUHHBbIN OotecTtukynsapHoe HIML SINYKO + AUYHUK

repmappoanTnsm UM OBOTECTUC

CmeluaHHas CmeluaHHas anyko + streak

ancreHe3nd roHaj

ancreHe3nd roHaj
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HasHa4yeHne nona

Pediatrics
Official journal of the American

academy of pediatrics

INVESTIGATION AND MANAGEMENT OF DSD

General Concepts of Care

Optimal clinical management of individuals with DSD21 should comprise the following: (1) gender

assignment must be avoided before expert evaluation in newborns: <2) evaluation and long-term

management must be performed at a center with aiixperienced multidisciplinary team; (3)

all individuals should receive a gender

’ "
gssignment

munication with patients and families is essential, and participation in

decision-making is encouraged: and (5) patient and family concerns should be respected and

addressed in strict confidence. ”

Evidence supports the current recommendation

to raise markedly virilized ’16,XX infants with CAH

Agpsroxirgo,t‘tmlgol"oedf 5-a-reductase (5aRD2)-deficient patients assigned female in infancy and
virilizing at puberty (and all assigned male) live as males.5 In 5aRD2 and possibly
170-hydroxysteroid dehydrogenase deficiencies, for which the diagnosis is made in infancy, the
combination of a male gender identity in the majority and the potential for fertility (documented
in 5aRD2 but unknown in 170-hydroxysteroid dehydrogenase deficiencies) should be discussed

when nrovidina evidence for dender adceciadanmeaent
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Perucrtpauus
HOBOPOXOEeHHOro be3
Ha3Ha4YeHus norna

BosHuKkatroLme npu

3TOM BOMpPOCHI:

— K70 poauncs, mans4uk nnm gesodvka?
— Kak HasbiBaTb pebeHka?

— Kak ero ogeBatb?

— Kak ero BocnutbiBaTbh?

— Kak Ha Hero 6yayT pearnpoBatb apyrue oetm?

N T.0., @ TaKKe CYXXAEHUEe O TOM, YTO «TPETLEro» nona
HeT 1 ObITb HE MOXET, HaJelC b, OCTalTCA ANd Hac

BCe elle aKTyalibHbIMU

S F Ahmed
S Morrison

| A Hughes

Intersex and gender assignment: the third way?

to these usual goals of management by the child, family, and carers

will vary from case to case.

/4
A third gender is not a feasible option

n

considering that in most cultures around the world, gender variants
are not treated as equals and that the nations of die industrialized
society are ill equipped to cope with this concept. Unless we decide

that all individuals with complex qen'iil anomalies live socially as

"intersex people’, this is not a simple solution

and may be considered as 'sweeping the

problem under die carget”
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Ha3HayeHne MmyXcKoro nona

npun 46,XX CAH

Review of Outcome Information in 46,XX Patients with
Congenital Adrenal Hyperplasia Assigned/Reared Male:
What Does It Say about Gender Assignment?

Peter A, Lee"* and Christopher P, Houk®

! Department of Pediatrics, MC H085, Penn State College of Medicine, The Milton S. Hershey Medical Center, PO. Box 850,

500 University Drive, Hershey, PA 17033-0850, USA
Section of Pediatric Endocrinology, Riley Hospital for Children, Indiana University School of Medicine, Indianapolis, IN 46202, USA
Department of Pedliatrics, Medical College of Georgia, Augusta, GA 30912, USA

Correspondence should be addressed to Peter A, Lee, leepa@iupui.edu

Should Male Gender Assignment be Consider
Virilized Patient With 46,XX and Congenital A

Peter A. Lee,* Christopher P. Houk and Douglas A. Husmar

From the Section of Pediatrc Endocrinalogy, Riley Hospitl for Children, Indiana University School
Departments of Pedlatrics, Penn State College of Medicing (PAL), Hershey, Pennsylvani, and Me:
Georgia, and Department of Urology, Mayo Clinic (DAH), Rochester, Minnesota

Abbreviations

and Acronyms

GAH = congenital adrenal
hyperplasia

0SD = disorders of sex
evelopment

§CL90 = Hopkins Symptom
Checklist

Stuy recenved insttutonal review board ap-
roval.

* Coespondence: Department of Pedlatric,
MC-H085, Penn State Collge of Medicing, Mi-
ton S, Hershey Medical Center, P. 0. Box 850
500 University Dr, Hershy, Pemsylvania 17033
0850 (elephone: T17-531-4751; emal: plee@

Purpose: We assess the outcome in4
who were born with Prader 4 or 5 ge
Materials and Methods: After recei
subject consent we reviewed the mec
46XX congenital adrenal hyperpla:
issue questionnaires.

Results: All subjects were assigned
virilizing congenital adrenal hyperpla
male gender identity with sexual orie
always lived as male and 2 who we
subsequently self-reassigned as mal
partners, including 7 married 12 yea
female partner included 1 priest, 1
divorced and self-reassigned as male,
except the priest and the subject who

Special Feature .
P ) Christopher P Houk, Peter A Lee
Approach to the patiean

Approach to assigning gender in 46,XX
Congenital Adrenal Hyperplasia with Male
External Genitalia: Replacing Dogmatism with

Pragmatism
The goal of sex assignment is to facilitate the best

possible quality of life for the patient. Factors such as
reproductive system development, sexual identity, sexual
function, and fertility are important considerations in this
regard. Although some DSD gender assignments are
relatively straightforward, those with midstage genital
ambiguity and unclear gonadal function represent a
major challenge. A recent major change in DSD care has
been to encourage a male assignment for 46,XY infants
with ambiguous genitalia who have evidence of
testicular function and in utero central nervous system
androgen exposure. In contrast, assignment of virilized
46,XX DSD patients remains female when ovaries and
internal organs are present, regardless of the extent of

virilization of the external genitalia. In this paper, we
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Xupyprudeckoe
neyeHue: pelLleHune
KoHceHcyca

e

Pediatrics
Official journal of the American

academy of pediatrics
Surgical Management

The surgeon has a responsibility to outline the surgical sequence and subsequent consequences
from infancy to adulthood. Only surgeons with expertise in the care of children and specific

training in the surgery of DSD should perform these procedures. Parents now seem to be less

etirectochoosesurgery-fortesssevereditoro— me’,y.

Surgery should only be considered in cases of
severe virilization (Prader IlI—V) and be

performed in conjunction,’;vhen appropriate, with

ngggl&ngfo HEL%nQQ’JJm QQOM(QQ@Q!LQ!&WM[%T surgery, the

surgical procedure should be anatomically based to preserve erectile function and the

innervation of the clitoris. Emphasis is on functional outcome rather than a strictly cosmetic

appearance. It is generally felt that surgery that is performed for cosmetic reasons in the first year

or lite relieves pdrentdl distress a Improves a ochllnt etwee e chilaa e parents, the

systematic evidence for this belief is lacking.

Currently, there is inadequate evidence in

relation to establishment of functional anatomy
toabtandorrthe practice 8f earty separationrof —

the vaadina and 1irethra
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XUpyprmyeckoe nevyeHue:
N3MeHeHne nNpm oOHOBEHUN
KoHceHcyca

Global Disorders of Sex
Development Update since 2006:

Perceptions, Approach and Care

[Mpy 0GHOBMNEHUN KOHCEHCYCHOTO Lee P.A, nordenstrom A, HOUK C.P., anmed s,
Auchus R, Baratz A, Baratz Dalke K., Liao L.-M,, Lin-Su
pel-“eHMs:| B 20]5 FO.U.Y 32 ”p”rﬂaUJeHHblx K., Looijenga 3rd L.H.J.,, Mazur T., Meyer-Bahlburg

o H.F.L, Mouriquand P., Quigley C.A,, Sandberg D.E,,
SKCI'IepTa HE CMOIMN anMTM K Vilain E., Witchel S., and the Global DSD Update

Consortium

cornalleHuo OTHOCUTENBHO NoKa3aHU

The goal of this update regarding the diagnosis and care

of persons with disorders of sex development (DSDs) is to

N CPOKOB ONepaTuUBHOrIO ne
c DSD.

address changes in the clinical approach since the 2005
Consensus Conference, since knowledge and viewpoints
change. An effort was made to include representatives
from a broad perspective including support and
advocacy groups. The goal of patient care is focused

upon the best possible quality of life (QoL). The field of
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3a I-I peT XM pyp rML-I eCKO ro Parliamentary Assembly Assemblee Julia Spencer
parlamentaire
Barthold
rnevyeHn4
Promoting the human rights of and eliminating
discrimination against intersex people
7.). with regard to effectively protecting children’s right to physical integrity and bodily autonomy
and to empowering intersex people as regards these rights:
B 2017 rogy NACE 6bina npuHaTa n
pesoniouns o HeobxoanmocTL 3anpera prohibit medically unnecessary sex-“normalizing”
noboro nevyeHunss, B TOM Yucne surgery n
XU pypl'l/l‘-leCKOFO HarlpaBJ'IeHHOFO Ha 7..1. .., sterilization and other treatments practiced on intersex children without their
! informed consent;
N3IMEeHeHMe NonoBbIX Xapa KTepI/ICTI/IK 7..2. ensure that, except in cases where the ITff the child is at immediate risk,
/
BKIHOHAA TOHAAbI, TEHATAlIMA U BHYTPEHHNE any treatment that seeks to alter the sex
NONOBLIE OpraHbl, y AETEN C MHTEPCEKCOM characteristics of the child, including their
6es nx Ao06poBOMbHOTO 1 gonads, genitals or internal sex organs, is
LY R PREFHOTO cornacus. deferred until such time as the child is able to

n
participate in the decision, based on the right to

- . N - e . - - - . -
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XVI pyp rMm4yeckoe f“rzpe‘;f‘ f(')CiSty| Prof. Guy Bogaert
neyeHume: mHeHune ESPU

Open letter to the Council of Europe

Counseling parents and children with DSD in a patient- and family-centered multidisciplinary
setting should be complete and unbiased, and based on available scientific and

condition-related outcome information. We also encourage patients and parents to obtain

information from other sources, especially from potr”support societies. :

We have learned that a ‘one size fits all’ treatment does
not exist for patients with DSD: treatment should be

tailored to individual needs, taking into account all

medical, psychological, socialbna curturarl

All treatme C! t|o S, mcludrn? tp pros cn cons of each thce are discu tgsed extensively and
o

repeqteg erations o n and Its parents

ensure a well-cons ere ore deCISIO

n

Advocating a ban on medico-surgical treatment
contradicts the atmosphere of equality, openness and

trust as is currently provided in the various patient- and

ramily-centers for DSD care, Ma 7s actually a step

e call 7<OCI g/r Icgtiﬁt$§8[U?tChlldren \f/h DSI}H their (ejllr‘l/r\\}c&rdiscommnted

parents and ated professionals opo multrdrsaplrncrry center
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Xupyprmyeckoe 55 consrs st
rie4eHne: KOHCEHCYC

Management of Differences

ESPU n SPU of Sex development (DSD)
Conclusion
/ n
CnoXHble MeaguumMHcKmne npobrnemsl Complex medical problems should remain in the
NOMKHbI OCTABaTbCH B KOMMETEHLM purview of the family and the expert medical

g team and thus should not be legisliated. Banning
ceMbU U KBanNnuuUUMpoBaHHOW

surgery for all patients with DSD conditions is

equally as harmful to indipydualized care as
demanding surgery for all patients with DSD

MeOULMHCKOW KOMaHabl, a H

3akoHogaTeneun

conditions. Clearly, neither approach is correct.
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XUpyprmyeckoe nevyeHue:
KOHCTPYKTUBHbIN B3rnaan

[Toyemy Ha3Ha4YeHue XXEeHCKOro nosia N paHHA4a Xxmpypruyeckas
Koppekuunsa y aesodvek ¢ BIIKH Bbi3biBalOT CTOMLKO BOMPOCOB,
TOrAaa Kak nx HeT Npu HazHa4YeHUM MYXXCKOro nona v npoesegeHum

PaKHEre'oNepPaTUBHEIO-MeYeHNs Y MaRkYMKoB C-RIMNOcRaanen?

__ TOXOXM: peakon, HeCMOTPS Ha TO, YTO OTAANEHHble pe3ynbTaThl
__ B 06eunx XpoOMOCOMHbIN 1 rOHaHbIN MO OOHO3HAYHbI, npoBeAeHHbIX ornepauun ganekn ot naeanbHbIX
MMeTCS NnLb aHoMmanum ctpoerHus HIMNO, no nosoay
KOTOPbIX MOXET ObITb NPOBEAEHa yCneLlHas
Yiunvnriauarkaa knnngKl A ¢ JOCTUXKEHNUEM

} frontiers anbHbIX CeKCyanbHOM Should CAH in Females Be R‘C(?rd":"”m'ez o
. . . and Barbara M. Ludwikowski
N PediatriCs gy Classified as DSD?
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Yrkarckmm KOHCeHcycC
2005 .

[TOBOPOTHbLIN MYHKT B OKa3aHUu
MeaNLMHCKON MOMOLLUN AETAM

C UHTEPCEKCOM

KoHeL, cTapou apbl

(apbl Money)

Consensus Statement on Management of lutersex Disorders Peter A. Lee. Christopher P. Honk. S. Faisal

Ahmed, lenan A. Hughes and in collaboration with the participants in the International Consensus

Conference on Intersex organized by the Lawson Wilkins Pediatric Endocrine Society and the European

Society for Paediatiic Endocrinology Pediatrics 2006

Management framework paradigms for disorder of sex

development

until 2005, questions regarding medical treatment
and diagnostic information on Disorders of Sex
Development (DSD) were not systematically
discussed with both the patients and their families;
however, the way these patients are currently treated
have been changing with time. Interventional

changes in the clinicol—ps”otherqpeutic—surqicol

n

The Chicago Consensus

areas of DSD determine not only different medical

and the family into the deciSfonal process of therapy.

recofwi%j)afawg,;m&fiﬁhe patient

" BRTIGES

that have influenced and transformed the clinical

management framework of patients with DSD:

n

The "Money era”

(os5) I

which emphasized the role of the gonads as the
diagnostic criterion, having the environment as

determinant of the sex identity; and

(2005) "

phase, in which the role of genetics and molecular
biology was critical for an early identification, as well
as in building a proper sex identity, emphasizing
ethical questions and the "stigma culture” In
addition, recent data have focused on the
importance of interdisciplinary and statements on
questions concerning Human Rights as key factors in
treatment decision making. Despite each of these
management models being able to determine
specific directions and recommendations regarding
the clinical handling of these patients, we verify that
a composite of these several models is the clinical
routine nowadays. In the present paper, we discuss
these several paradigms, and pinpoint clinical
differences and their unfolding regarding
management of DSD patients and their families.
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Tuxasa pesontouung feuan A

& research clinical endocrinology & metabolism

A.Hughes
The quiet revolution

The approach to the management of disorders of sex
development (DSD) has undergone major changes in recent

years

n

“The revolution may have been .
The catalyst has been a revised

quiet, but it has certainly been nomenclature, new classification

"

ffective ancg achieved with the

€BOITIOLIA%, BO3MOXKHO, OblNa TUXOW, HO OHa, 6E3YCIOBHO, of the causes of DSD and a willingness for health professionals to

Mfﬁ?ﬁaﬂww rﬁw?ﬁTtwwmeaanoﬂ work in a multi-disciplinary fo;r;ot. In a remarkably short length

00oie3HeHHOCTbH” of time, these

revolutionary changes
n

are becoming accepted practice across a range of medical and

scientific disciplines
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«[logaepxuBatoLlme rpynnbi»:

ISNA

CONSORTIUM ONTHE MANAGEMENT
OF DISORDERS OF SEX DEVELOPMENT

ISNA (1993) — Accord Alliance (2006)

peer support groups, patient advocacy groups,

gender-right activist groups, intersex advocates...

Mpw yyactum n nog gasneHvem ISNA
ObINN M3MEHEHbI TEPMUHOSOMNSA K
Knaccudomkaums, nogrotoBneHbl U U3aaHbl

KINMMHN4YecKne pekomMmeHgaunn.

UneHbl ISNA cTtanu nepsbiMW HacTamBaTb
Ha OTCPOYKe Has3Ha4YeHNsa nona v
onepaTMBHOIO NeYeHns y aeten oo
BO3pacTa, Npuv KOTOPOM Te caMun CMOryT
onpenenuTb caoto nonosyio (reHaepHyto)
NOEHTUYHOCTb M AaTb corrnacue Ha

XmpyprumyeCkoe smeLlaTeribCTBO.
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“| Want to Be Like Nature Made Me”

Medically Unnecessary Surgeries on Intersex Children in the US

4
FIRST, DO NO HARM

ENSURING THE RIGHTS OF CHILDREN WITH VARIATIONS OF
SEX CHARACTERISTICS IN DENMARK AND GERMANY

«[logaepxuBatoLume rpynnbi»:
paboTa ¢ npaBo3allUTHbIMW
opraHun3aunamu

AMNESTY &,

INTERNATIONAL
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«I'IonuepmMBarou_l,me rpynnbi». B3rndn Ha rie4eHne

Xupyprmyeckue
BMellaTenbCTBa Ha
reHuTanunax u roHagax y
Mregneryesveneren ¢ DSD

— KaK nocararternbCTBa Ha cbmsmquKyro LIleNMOCTHOCTb

XapyarcreprrsoBanicsoy e

«OTKpbITOE ByayLiee».

deMnHusnpyroLlas
reHuTonnacTuka

npupaBHUBanNach:

— K HaHeceHuo yBeubsi pebeHky (Female Genital
Mutilation = Intersex Genital Mutilation),
— )KECTOKOMY 00paLLEeHNI0 C HUM,

Bpadn-xupypru

HA3bIBaAaJ1INCb



33 HapyweHus nonosol AndhepeHLMpoBKM /

«I_IO.DHD'epH(M BaI-OLLl'VIe rpynnbl»: Human Rights Council J E Ménd
pa 60Ta C O O H Twenty-eighth session

Agenda item 3

/ Report of the Special Rapporteur on torture and
other cruel, inhuman or degrading treatment or
punishment

n

torture
/4

Promotion and protection of all human rights,
civil,

political, economic, social and cultural rights,
ﬁ%?luedr}%la%e right to development
Observations on communications
transmitted to Governments and replies

received
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«[logaepxuBaroLimne rpynnbi».
MHeHue ESPU n SPU

Beaywive cneumanuctel EBponenckoro n
AMepPUKaHCKOro obLLEeCTB AETCKMUX
YPONOroB BblHY>XAEHbI ObINN pearnpoBaTb
Ha CII0BO «MNbITKa» U PpasbACHATb, YTO
NpPOBOANMBIE Y TaKnX BOrMbHbIX orepaunuy,
BKoYasa dpeMnHn3npytoune, He sBnsrTCS
MO CYyTU CBOEN KOCMETUYECKMMU N UMEIOT
BMNOJTHE KOHKPETHbIE MEeANLIMHCKME

NOKa3aHUWA.

Journal P Mouriquand, A Caldamone,
of Pediatric urology P Malone. J D Frank. P

Hoebeke

The ESPU/SPU standpoint on the
surgical management of
Disorders of Sex Development

(DsD)
DSD management and more specifically surgical

manage-ment of DSD has been the

n

target for much criticism comingfrom

various sources including a recent UN

__report ontorture (!) gppd a Swiss ethical
committee.

Specialistsinvolved in DSD management are primarily

represented bypaediatric urologists as well as

paediatric endocrinologistswho are aware of the

dissatisfaction expressed by some DSDpatients who feel

that the treatment they received, several(sometimes

\ - P
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«[logaepxmBatoLLme rpynmnbl». OTCYTCTBUE
eJUHOW peaKkLunn MegnLMHCKOro
coobuwiecTBa

KaxkeTcst cTpaHHbIM, HO MeAULMHCKOE COODLLIECTBO
Ha 3anaje, no CyTu, He BbICTyNaro KaTteropuyecku

MPOTMB NPUHMMAEMbIX PELLEHUNIN, HECMOTPS Ha TO,

‘4{0 pPeYb.LLAA.00.04EHb cé PREIHBIX.BELLAX: o

rona ¢ BO3MOXXHOCTbIO pernctpaumm neyeHns y aeten 6e3 yyeta coumanbHbIX, KyNbTYPHbIX,
HOBOPOXXAEHHOIO 6€3 TaKOBOIo UMK C «TPETbUM» STHUYECKNX N PENUTMO3HbIX OOCTOATENLCTB.

nornom (KOTOpbIN MOXeT Ha3biBaTbCS MO—Pa3HOMY ),

— yLeMIieHnn npaea poanTenen NpuHMMmaThb

peLleHNS B OTHOLLEHUN NTeYeHUs X pebeHKa,
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«[logaepxuBaroLimne rpynnbi».
ARSI

HaBepHOe, MOXXHO CUUTAaTb, YTO HUYETO
CTPALLUHOro HE NPOUCXOOUT, N BCE
obpasyetca. OgHako, Kak
npeacTaBnsaeTCsl, Mbl OMKHbI CEPLE3HO
OLleHMBaTb 3Ty CUTyaumio, a He

«sweebina the nroblem under the

Association of
Russian Speaking
Intersex

Bo-nepBbix, AymMaeTcs, 4TO MHOrMe Hawu
cneuuvanucTel, NponoBegoBaBLUME 3TAMNHOE, T.€.
nosgHee xmpypruyeckoe nedyeHune gesovek ¢ BIKH, c

PaAoCTbiO BOCMPUMYT BBEAEHNE MOPATOPUS.

Bo-BTOpbIX, HE4ABHO Mbl NOSTYYMUN MMCbMO OT OL4HOW YXKe
POCCUNCKOM rpyrnnbl C TaKOW npeamoyron:
«...eCTECTBEHHOE pa3HoOobpa3une He HyXXAaeTcs B
KOPPEeKLUUU...» 1 NPOCbOON «M3MEHNTL NOAXOA, K
nauneHTam ¢ BapMaumusiMmm NOsIOBOro pasBuTus C
NONbITOK N3NIEYNTb ECTECTBEHHY OCOBEHHOCTb TaKMX
nogen Ha nogaepkKy U ConpoBOXaeHME Npu

HeobxoanmocTu» (1)
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[logaepxuBaroLime rpynnbi».
Intersex Russia

B-TpeTbux, Tenepb y Hac B CTpaHe
nosgBunacb U BTopasa Takas rpynna,
npeacrtaBUTENM KOTOPOU BbICTYMUNU
B OOH c 3aaBneHnem o

HecobnoaeHUn NpaB MHTEePCEeKC

neten B Poccun.
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(( I_I Oﬂﬂe p)KM Ba I-O LL|| M e rpyn rI bl )): ®Ire0Y BO «CaHkT-MNeTepbyprckuii rocyaapcTBEeHHbIV AH. Ta|7||_|" KE. Benosepos, A.B.
neauaTpu4ecKkuii MeauLMHCKUI yHnBepcuteT M3 PO
lycnnctoBa, KA. OMenbsyyk
paboTta B Poccuu

TAKTUKA BEOEHUA CUHOPOMA AHOPOIEHHOM
PE3SUCTEHTHOCTU B POCCUNCKOW ®EOEPALIMN U

/ COBPEMEHHbIV B3rnsa HA NMPOBNEMbI HAPYLLEHUS
OUNOOEPEHLMPOBKU MNONA
Bbipaxkaem "
Lemu, umerowue HapyweHuUss popmMupoeaHuUs rorna,
6” aroga p HOCTb yacmo rioogepaaromcs xupypaudeckum U UHbIM

npouedypam 6e3 Hanu4duss MeOUUUHCKUX rnokasaHuu u

cooOLlecTBy

8 eo3pacme, Koada OHU He Moecym rpuHsmMmb

Intersex RUssia caMoCmosAMernbHO20 PeweHUs], a MakKxe

rnodeepaaromcsi cmuzmamus&luo o JucKpumuHauuu
co cmopoHbl obwecmea. OOH npusbieaem K

cobrindeHus npas uHmMepceKkc-nooel



Hapetocb, 4To Mpak pacceetcs, 1
Bpa4yebHble BOMPOChl BHOBb HAYHYT
peLlaTh crneunanncTbl, a He 3akoHoaaTenu

noa Ha>xMMmoMm akKTnBUCTOB

bnarogapto

3d BHUMaHWE



