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Trastornos de la Diferenciacion Sexual: Definiciones
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Trastornos de la Diferenciacion Sexual

Condiciones congénitas en las cuales el
desarrollo sexual cromosdmico, gonadal
0 anatomico es atipico.

(Pediatric Endocrine Society and the European
Society for Pediatric Endocrinology)

Incidencia 1:100 a 1:1000 dependiendo de Ia
poblacion y las patologias que se incluyan.

Ambigliiedad genital. Dificultad en |Ia
identificacion de genitales externos
masculinos o femeninos.

Wherrett DK, et al. Approach to the Infant with a Suspected Disorder of Sex Development. Pediatr Clin North Am 2015,;62:983-99.
Arboleda VA, et al. DSDs: genetics, underlying pathologies and psychosexual differentiation. Nat Rev Endocrinol. 2014;10:603-15.
Rawal AY. Concepts and Updates in the Evaluation and Diagnosis of Common Disorders of Sexual Development. Curr Urol Rep 2015;16:83.
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Trastornos de la Diferenciacion Sexual: Definiciones
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= Sexo cromosomico

= Sexo gonadal
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= Sexo genital interno
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Arboleda VA, et al. DSDs: genetics, underlying pathologies and psychosexual differentiation. Nat Rev Endocrinol. 2014,;10:603-15.
Rawal AY. Concepts and Updates in the Evaluation and Diagnosis of Common Disorders of Sexual Development. Curr Urol Rep 2015;16:83.
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Rawal AY. Concepts and Updates in the Evaluation and Diagnosis of Common Disorders of Sexual Development. Curr Urol Rep 2015;16:83.
Arboleda VA, et al. DSDs: genetics, underlying pathologies and psychosexual differentiation. Nat Rev Endocrinol. 2014;10:603-15.
Wherrett DK, et al. Approach to the Infant with a Suspected Disorder of Sex Development. Pediatr Clin North Am 2015,;62:983-99.




Diferenciacion Gonadal
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Rawal AY. Concepts and Updates in the Evaluation and Diagnosis of Common Disorders of Sexual Development. Curr Urol Rep 2015;16:83.
Arboleda VA, et al. DSDs: genetics, underlying pathologies and psychosexual differentiation. Nat Rev Endocrinol. 2014,;10:603-15.
Wherrett DK, et al. Approach to the Infant with a Suspected Disorder of Sex Development. Pediatr Clin North Am 2015,;62:983-99.



Diferenciacion Genitales Internos

Undifferentiated
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Rawal AY. Concepts and Updates in the Evaluation and Diagnosis of Common Disorders of Sexual Development. Curr Urol Rep 2015;16:83.
Wherrett DK, et al. Approach to the Infant with a Suspected Disorder of Sex Development. Pediatr Clin North Am 2015,;62:983-99.
Rey RA, et al. Normal male sexual differentiation and aetiology of disorders of sex development. Best Pract Res Clin Endocrinol Metab. 2011;25:221-38.



Diferenciacion Genitales Internos

diaphragm

Transabdominal phase
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Rawal AY. Concepts and Updates in the Evaluation and Diagnosis of Common Disorders of Sexual Development. Curr Urol Rep 2015;16:83.
Wherrett DK, et al. Approach to the Infant with a Suspected Disorder of Sex Development. Pediatr Clin North Am 2015,62:983-99.
Rey RA, et al. Normal male sexual differentiation and aetiology of disorders of sex development. Best Pract Res Clin Endocrinol Metab. 2011;25:221-38.



Diferenciacion Genitales Externos
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Rawal AY. Concepts and Updates in the Evaluation and Diagnosis of Common Disorders of Sexual Development. Curr Urol Rep 2015;16:83.

Wherrett DK, et al. Approach to the Infant with a Suspected Disorder of Sex Development. Pediatr Clin North Am 2015,;62:983-99.
Rey RA, et al. Normal male sexual differentiation and aetiology of disorders of sex development. Best Pract Res Clin Endocrinol Metab. 2011,25:221-38



Clasificacion de los Trastornos de la Diferenciacion

Sexual

=  TDS de los cromosomas sexuales

=  TDS 46XY
(Gran parte sin diagndstico etiologico)

= TDS 46 XX

Lee PA, et al. Cutisensis Liuterneni oh muanagement of iniersex aisoraers. imncernational Consensus Conference on Intersex. Pediatrics 2006;118:e488-500.
Rawal AY. Concepts and Updates in the Evaluation and Diagnosis of Common Disorders of Sexual Development. Curr Urol Rep 2015;16:83.
Wherrett DK, et al. Approach to the Infant with a Suspected Disorder of Sex Development. Pediatr Clin North Am 2015,;62:983-99.



Clasificacion de los Trastornos de la Diferenciacion

Sexual
-_—

=  TDS de los cromosomas sexuales

Sindrome de Klinefelter

= 47 XXY
La calvicie frontal ausente
Crecimiento de barba
Menos cabello en el pecho
= TDS 46XY Hombros estrechos
Desarrollo de pechos
Pelo pubiano fernenino ——
)
FPequefio tamario -
de los testiculos Brazos y piernas largos
E
= TDS 46 XX =

Puberty

Adutt

Lee PA, et al. Consensus statement on management of intersex disorders. International Consensus Conference on Intersex. Pediatrics 2006;118:e488-500.
Rawal AY. Concepts and Updates in the Evaluation and Diagnosis of Common Disorders of Sexual Development. Curr Urol Rep 2015;16:83.
Groth KA, et al. Clinical review: Klinefelter syndrome—a clinical update. J Clin Endocrinol Metab. 2013;98:20-30.



Clasificacion de los Trastornos de la Diferenciacion
Sexual

=  TDS de los cromosomas sexuales Sindrome de Turner

= 47 XXY
= 45X
= TDS 46XY
Mormal ovary and
fallopian tube
= TDS 46 XX Underdeveloped ovary

and fallopian tube

Lee PA, et al. Consensus statement on management of intersex disorders. International Consensus Conference on Intersex. Pediatrics 2006;118:e488-500.
Stanescu DE, et al. 50 years ago in the Journal of Pediatrics: the XO syndrome: a study of the differential phenotype in 25 patients. J Pediatr. 2013;163:1044.
Mercer CL, et al. Detailed clinical and molecular study of 20 females with Xq deletions with special reference to menstruation and fertility. Eur J Med Genet.

2013;56:1-6.



Clasificacion de los Trastornos de la Diferenciacion
Sexual

=  TDS de los cromosomas sexuales Disgenesia gonadal
47 XXY

(In termediate
\\I_nosodern'/',-

</B ipotential

.

gonad

= 45X N
= 45X/46 XY - e JIRF o122
e - YR -~
T

= TDS 46XY

B

= Mutaciones WT1 (Denys-Drash ausencia de utero, Fraiser

presencia de utero)
= Marcadores OCT3/4, PLAP y CD117 para riesgo de
transformacion maligna
Lee PA, et al. Consensus statement on management of intersex disorders. International Consensus Conference on Intersex. Pediatrics 2006;118:e488-500.
Rawal AY. Concepts and Updates in the Evaluation and Diagnosis of Common Disorders of Sexual Development. Curr Urol Rep 2015;16:83.
Farrugia MK, et al. Clinical and gonadal features and early surgical management of 45, X/46, XY and 45, X/47, XYY chromosomal mosaicism presenting
with genital anomalies. J Pediatr Urol. 2013;9:139-44.
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= TDS 46 XX



Clasificacion de los Trastornos de la Diferenciacion
Sexual

=  TDS de los cromosomas sexuales

» 47 XXY Trastorno ovotesticular, quimera hermafroditismo
= 45X verdadero
= 45 X/46 XY
= 46 XX/46 XY
= TDS 46XY
=  TDS 46 XX

Cariotipos 46 XX, 46 XY, 46XX/46XY

Lee PA, et al. Consensus statement on management of intersex disorders. International Consensus Conference on Intersex. Pediatrics 2006;118:e488-500.
Rawal AY. Concepts and Updates in the Evaluation and Diagnosis of Common Disorders of Sexual Development. Curr Urol Rep 2015;16:83.

Wherrett DK, et al. Approach to the Infant with a Suspected Disorder of Sex Development. Pediatr Clin North Am 2015;62:983-99.

El-Sherbiny M. Disorders of sexual differentiation: I. Genetics and pathology. Arab J Urol 2013;11:19-26.



=  TDS de los cromosomas sexuales

= 47 XXY
= 45X
= 45 X/46 XY

= 46 XX/46 XY

= TDS 46XY

=  Alteraciones en el desarrollo gonadal
= Disgenesia gonadal pura

= TDS 46 XX

Clasificacion de los Trastornos de la Diferenciacion

Sexual

Sindrome de Swyer

typical male

embryonic gonadal cell

SRY proteins
enter nucleus

Riesgo elevado de gonadoblastoma

Lee PA, et al. Consensus statement on management of intersex disorders. International Consensus Conference on Intersex. Pediatrics 2006;118:e488-500.
Rawal AY. Concepts and Updates in the Evaluation and Diagnosis of Common Disorders of Sexual Development. Curr Urol Rep 2015;16:83.
Wherrett DK, et al. Approach to the Infant with a Suspected Disorder of Sex Development. Pediatr Clin North Am 2015,62:983-99.



Clasificacion de los Trastornos de la Diferenciacion

Sexual
- —n:PP®PFP’?R  F E EC:: b

=  TDS de los cromosomas sexuales

= 47 XXY
= 45X
= 45X/46 XY

= 46 XX/46 XY

= TDS 46XY

=  Alteraciones en el desarrollo gonadal
= Disgenesia gonadal pura
= Disgenesia gonadal mixta

= TDS 46 XX

Lee PA, et al. Consensus statement on management of intersex disorders. International Consensus Conference on Intersex. Pediatrics 2006;118:e488-500.
Rawal AY. Concepts and Updates in the Evaluation and Diagnosis of Common Disorders of Sexual Development. Curr Urol Rep 2015;16:83.
Wherrett DK, et al. Approach to the Infant with a Suspected Disorder of Sex Development. Pediatr Clin North Am 2015,62:983-99.



Clasificacion de los Trastornos de la Diferenciacion

Sexual

TDS de los cromosomas sexuales

= 47 XXY

= 45X

= 45X/46 XY

= 46 XX/46 XY
= TDS 46XY

=  Alteraciones en el desarrollo gonadal
= Disgenesia gonadal pura
= Disgenesia gonadal mixta
=  Trastorno ovotesticular

= TDS 46 XX

Lee PA, et al. Consensus statement on management of intersex disorders. International Consensus Conference on Intersex. Pediatrics 2006;118:e488-500.
Rawal AY. Concepts and Updates in the Evaluation and Diagnosis of Common Disorders of Sexual Development. Curr Urol Rep 2015;16:83. Wherrett DK,
etal. Approach to the Infant with a Suspected Disorder of Sex Development. Pediatr Clin North Am 2015,;62:983-99. Matsui F, et al. Long-term outcome
of ovotesticular disorder of sex development: a single center experience. Int J Urol. 2011;18:231—6.



Clasificacion de los Trastornos de la Diferenciacion

Sexual
= TDS de los cromosomas sexuales

Regresion testicular, testiculo evanescente, anorquia

= 47 XXY -
congénita

= 45X

= 45X/46 XY

= 46 XX/46 XY

= TDS 46XY

=  Alteraciones en el desarrollo gonadal
= Disgenesia gonadal pura
= Disgenesia gonadal mixta
=  Trastorno ovotesticular
=  Regresion testicular

FEMALE MALE CASTRATE

EFFECT OF TESTIS ON
SEX DIFFERENTIATION {Jost 194/)

Idias

20 S 40 S a0 O B0 o0 100 110 q1Z0 30 pE ] I
] I

Génada (Cés. Sertoli  Cés. Leydig
indiferenciada Cels. inales

= TDS 46 XX

Ductus AMalerinnos =
anos

= Conductillos eferemtes
Ductuas Wolffianos Dructos epididimarioes

= AMesiculas seminales ¥ conductos evaculadores
Irerivados del seno urogenital. prostata.
glandulas bulbouretrales ¥ uretra

Drehidrotestosteroma
enitales externos, pene, uretra ¥ escroto

Lee PA, et al. Consensus statement on management of intersex disorders. International Consensus Conference on Intersex. Pediatrics 2006;118:e488-500.
Rawal AY. Concepts and Updates in the Evaluation and Diagnosis of Common Disorders of Sexual Development. Curr Urol Rep 2015;16:83.
Wherrett DK, et al. Approach to the Infant with a Suspected Disorder of Sex Development. Pediatr Clin North Am 2015,62:983-99.



Clasificacion de los Trastornos de la Diferenciacion
Sexual

=  TDS de los cromosomas sexuales

= 47 XXY

= 45X :

| | 45 X/46 XY ';II:' CYPLLAL * Eﬁﬁ:l;sgt:;nrll SIS':el]:hain

" 46 XX/46 XY | ey Campmme,

E C'(P;‘l;_::gp:‘gj‘:t:z;?-alpha-hydr\:rxl,‘lase]
u TDS 46XY CYPL? * (17,20-lyase)
. L Androstenedione -

* Alteraciones en el desarrollo gonadal i eemise g e senameses -y aficiencia 5o, reductasa
* Disgenesia gonadal pura § - i
= Disgenesia gonadal mixta o = L strone
=  Trastorno ovotesticular g | Soleharredugise OF e rpmatase)
=  Regresion testicular B

* Alteracion en la sintesis de andrégenos 5| <~ H

u DEfeCtOS receptor LH Dihydrostestosterone Estradiol
=  Defectos esteroidogénesis

=  Subvirilizacion
= Diferentes grados de
virilizacion en la
pubertad
= Relaciéon T/Andros <0.8
(estimulo HGC) en
deficiencia de 173HSD
= Relacién T/DHT >20 en
deficiencia de 5a
el 4 reductasa

Lee PA, et al. Consensus statement on management of intersex disorders. International Consensus Conference on Intersex. Pediatrics 2006,;118:e488-500. Rawal AY.
Concepts and Updates in the Evaluation and Diagnosis of Common Disorders of Sexual Development. Curr Urol Rep 2015;16:83. Wherrett DK, et al. Approach to the Infant
with a Suspected Disorder of Sex Development. Pediatr Clin North Am 2015,62:983-99. Arboleda VA, et al. DSD: genetics, underlying pathologies and psychosexual
differentiation. Nat Rev Endocrinol 2014;10:603-15. Fliick CE, et al. Steroidogenesis of the testis — new genes and pathways-. Ann Endocrinol 2014;75:04-7.

= TDS 46 XX
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Clasificacion de los Trastornos de la Diferenciacion
Sexual

=  TDS de los cromosomas sexuales

= 47 XXY =

= 45X -

= 45X/46 XY B

= 46 XX/46 XY =
= TDS 46XY

=  Alteraciones en el desarrollo gonadal

= Disgenesia gonadal pura
= Disgenesia gonadal mixta
=  Trastorno ovotesticular
*  Regresion testicular A
= Alteracion en la sintesis de andrégenos &
= Defectos receptor LH
=  Defectos esteroidogénesis
= Alteraciones en la accidon androgénica

Herencia AR (Xql11-q12)

= TDS 46 XX Niveles altos de

testosterona y estradiol

Lee PA, et al. Consensus statement on management of intersex disorders. International Consensus Conference on Intersex. Pediatrics 2006;118:e488-500.
Rawal AY. Concepts and Updates in the Evaluation and Diagnosis of Common Disorders of Sexual Development. Curr Urol Rep 2015;16:83. Wherrett DK,
et al. Approach to the Infant with a Suspected Disorder of Sex Development. Pediatr Clin North Am 2015,62:983-99. El-Sherbiny M. Disorders of sexual

differentiation: I. Genetics and pathology. Arab J Urol 2013;11:19-26. Hiort O, et al. Management of disorders of sex development. Nat Rev Endocrinol
2014;10 520-29.



Clasificacion de los Trastornos de la Diferenciacion
Sexual

=  TDS de los cromosomas sexuales

= 47 XXY

= 45X

= 45X/46 XY

= 46 XX/46 XY
= TDS 46XY

=  Alteraciones en el desarrollo gonadal
= Disgenesia gonadal pura
= Disgenesia gonadal mixta
=  Trastorno ovotesticular
=  Regresion testicular
= Alteracidn en la sintesis de andrdgenos
= Defectos receptor LH
=  Defectos esteroidogénesis
= Alteraciones en la accidon androgénica
= Otros
= Persistencia conductos de Miiller, Sertoli Only

ll' l1' "
= TDS 46 XX s
o vz
FL?; 5.
_.lt:_i. = e

'.’. lii 5 r ?.' 1 f_" - ;.I" e,

i i - . 1 d b I." r 1 . b i ¥
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Lee PA, et al. Consensus statement on management of intersex disorders. International Consensus Conference on Intersex. Pediatrics 2006;118:e488-500.

Rawal AY. Concepts and Updates in the Evaluation and Diagnosis of Common Disorders of Sexual Development. Curr Urol Rep 2015;16:83. Wherrett DK,

et al. Approach to the Infant with a Suspected Disorder of Sex Development. Pediatr Clin North Am 2015,62:983-99.



Clasificacion de los Trastornos de la Diferenciacion

Sexual
- —n:PP®PFP’?R  F E EC:: b

=  TDS de los cromosomas sexuales

= 47 XXY

= 45X

= 45X/46 XY

= 46 XX/46 XY
= TDS 46XY

=  Alteraciones en el desarrollo gonadal
= Disgenesia gonadal pura
= Disgenesia gonadal mixta
=  Trastorno ovotesticular
=  Regresion testicular
= Alteracidn en la sintesis de andrdgenos
= Defectos receptor LH
=  Defectos esteroidogénesis
= Alteraciones en la accidon androgénica

= Otros
= Persistencia conductos de Miiller, Sertoli Only
=  Testiculos evanescentes

= TDS 46 XX

Lee PA, et al. Consensus statement on management of intersex disorders. International Consensus Conference on Intersex. Pediatrics 2006;118:e488-500.
Rawal AY. Concepts and Updates in the Evaluation and Diagnosis of Common Disorders of Sexual Development. Curr Urol Rep 2015;16:83. Wherrett DK,
et al. Approach to the Infant with a Suspected Disorder of Sex Development. Pediatr Clin North Am 2015,;62:983-99.



Clasificacion de los Trastornos de la Diferenciacion

Sexual

TDS de los cromosomas sexuales
47 XXY

45X

45 X/46 XY
46 XX/46 XY

TDS 46XY
Alteraciones en el desarrollo gonadal

Disgenesia gonadal pura
Disgenesia gonadal mixta
Trastorno ovotesticular
Regresion testicular

Alteracion en la sintesis de andrégenos

Defectos receptor LH
Defectos esteroidogénesis

Alteraciones en la accion androgénica

Otros

Persistencia conductos de Miiller, Sertoli Only
Testiculos evanescentes
Disruptores endrocrinos, etc.

Disruptores endocrinos

TDS 46 XX

Poor
semen
quality

Ano-
genital 1
distance

EDCs
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Sc ai H-H"‘*-.L__‘H . o n
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o by —
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Androgen inéensft-iwfy &/ Te;;is ETJ)
NV

/~ Cancer
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o
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i
o= Gubernaculum

B G an

= IFd\\u‘es \l'\

Xenoestrdgenos, taltos, antiandrdégenos,
dietilestilbestrol, progestagenos, etc.

Lee PA, et al. Consensus statement on management of intersex disorders. International Consensus Conference on Intersex. Pediatrics 2006;118:e488-500.
Rawal AY. Concepts and Updates in the Evaluation and Diagnosis of Common Disorders of Sexual Development. Curr Urol Rep 2015,16:83.
Wherrett DK, et al. Approach to the Infant with a Suspected Disorder of Sex Development. Pediatr Clin North Am 2015,62:983-99.



Clasificacion de los Trastornos de la Diferenciacion

Sexual
- —n:PP®PFP’?R  F E EC:: b

=  TDS de los cromosomas sexuales

= 47 XXY

= 45X

= 45X/46 XY

= 46 XX/46 XY
= TDS 46XY

=  Alteraciones en el desarrollo gonadal
= Disgenesia gonadal pura
= Disgenesia gonadal mixta
*  Trastorno ovotesticular
=  Regresion testicular
= Alteracidn en la sintesis de andrdgenos
= Defectos receptor LH
=  Defectos esteroidogénesis
= Alteraciones en la accidon androgénica
= Otros
= Persistencia conductos de Miiller, Sertoli Only
=  Testiculos evanescentes
= Disruptores endrocrinos, etc.

= TDS 46 XX

= Alteraciones en el desarrollo gonadal
= Disgenesia gonadal

Lee PA, et al. Consensus statement on management of intersex disorders. International Consensus Conference on Intersex. Pediatrics 2006;118:e488-500.
Rawal AY. Concepts and Updates in the Evaluation and Diagnosis of Common Disorders of Sexual Development. Curr Urol Rep 2015,16:83.
Wherrett DK, et al. Approach to the Infant with a Suspected Disorder of Sex Development. Pediatr Clin North Am 2015,62:983-99.



Clasificacion de los Trastornos de la Diferenciacion

Sexual
_———————___________

=  TDS de los cromosomas sexuales

= 47 XXY

= 45X

= 45X/46 XY

= 46 XX/46 XY
= TDS 46XY

=  Alteraciones en el desarrollo gonadal
= Disgenesia gonadal pura
= Disgenesia gonadal mixta
*  Trastorno ovotesticular
=  Regresion testicular
= Alteracidn en la sintesis de andrdgenos
=  Defectos receptor LH
=  Defectos esteroidogénesis
= Alteraciones en la accidon androgénica
= Otros
= Persistencia conductos de Miiller, Sertoli Only
= Testiculos evanescentes
= Disruptores endrocrinos, etc.

= TDS 46 XX

= Alteraciones en el desarrollo gonadal
= Disgenesia gonadal
. Trastorno ovotesticular

Lee PA, et al. Consensus statement on management of intersex disorders. International Consensus Conference on Intersex. Pediatrics 2006;118:e488-500.
Rawal AY. Concepts and Updates in the Evaluation and Diagnosis of Common Disorders of Sexual Development. Curr Urol Rep 2015,16:83.
Wherrett DK, et al. Approach to the Infant with a Suspected Disorder of Sex Development. Pediatr Clin North Am 2015,62:983-99.
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Clasificacion de los Trastornos de la Diferenciacion

Sexual

TDS de los cromosomas sexuales

= 47 XXY
= 45X
= 45 X/46 XY
= 46 XX/46 XY -
Normal Abnormal
X-Y exchange X-Y exchange
TDS 46XY = N
= Alteraciones en el desarrollo gonadal —
= Disgenesia gonadal pura H ” SRY H < H- SRY
= Disgenesia gonadal mixta x
»=  Trastorno ovotesticular
SRY -
=  Regresion testicular SEY
= Alteracidn en la sintesis de andrdgenos
= Defectos receptor LH S yasr
=  Defectos esteroidogénesis
= Alteraciones en la accidon androgénica
= Otros % xseer
=  Persistencia conductos de Miiller, Sertoli Only l Fertiization of X-bearing cocyte l
= Testiculos evanescentes
= Disruptores endrocrinos, etc. SRY-
= TDS 46 XX
Alteraciones en el desarrollo gonadal
X DO
MALE

|
Disgenesia gonadal
FEMALE

Trastorno ovotesticular

|
= Varén XX
Lee PA, et al. Consensus statement on management of intersex disorders. International Consensus Conference on Intersex. Pediatrics 2006;118:e488-500.

Rawal AY. Concepts and Updates in the Evaluation and Diagnosis of Common Disorders of Sexual Development. Curr Urol Rep 2015,16:83.
Wherrett DK, et al. Approach to the Infant with a Suspected Disorder of Sex Development. Pediatr Clin North Am 2015,62:983-99.



Clasificacion de los Trastornos de la Diferenciacion
Sexual

= TDS de los cromosomas sexuales

[ Cholesterol )

= 47 XXY | 3 Causa mas comun
= 45X Pregnenclane ”Jh 17-hydraxypregnenolone ”—'23» DHEA _.EHEI‘\S de ambiguedad

"= 45X/46XY (- . ) . EP genital mutaciones
" 46 XX/ 46 XY \Progesrerone —”n- 17-hydroxyprogesterane — = Androstenedione ) en el gen CYPZ 1 A 2
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= Alteraciones en el desarrollo gonadal Eetrone
Deoxycorticosterong 11-deoxycortisol Testosterone A

= Disgenesia gonadal pura m ls . \ 17R
= Disgenesia gonadal mixta ’
. Trastorno ovotesticular Corticosterone Cortisol Dihydrotestosterone
=  Regresion testicular & 18
= Alteracion en la sintesis de andrégenos Adosterane
=  Defectos receptor LH
= Defectos esteroidogénesis

= Alteraciones en la accion androgénica A 125w, (a0l
= Otros o» S e e |
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Estradiol

=  Testiculos evanescentes
=  Disruptores endrocrinos, etc. Teddene

Extradul

= TDS 46 XX

= Alteraciones en el desarrollo gonadal
=  Disgenesia gonadal
- Trastorno ovotesticular
=  Varén XX

= Exceso de andrdgenos (fetal, placentaria o materna) '
Lee PA, et al. Consensus statement on management of intersex disorders. International Consensus Conference on Intersex. Pediatrics 2006;118: e488-500. Rawal AY.
Concepts and Updates in the Evaluation and Diagnosis of Common Disorders of Sexual Development. Curr Urol Rep 2015;16:83. Wherrett DK, et al. Approach to the Infant
with a Suspected Disorder of Sex Development. Pediatr Clin North Am 2015;62:983-99. El-Sherbiny M. Disorders of sexual differentiation: |. Genetics and pathology. Arab J
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Clasificacion de los Trastornos de la Diferenciacion
Sexual

= TDS de los cromosomas sexuales

47 XXY

45 X ALGUNOS TIPOS DE
45 X/46 XY AGENESIA MULLERIANA
46 XX/46 XY

= TDS 46XY

=  Alteraciones en el desarrollo gonadal
= Disgenesia gonadal pura
= Disgenesia gonadal mixta
=  Trastorno ovotesticular
=  Regresion testicular
= Alteracidn en la sintesis de andrdgenos
= Defectos receptor LH
=  Defectos esteroidogénesis
= Alteraciones en la accidon androgénica

= Otros
= Persistencia conductos de Miiller, Sertoli Only
=  Testiculos evanescentes

=  Disruptores endrocrinos, etc. i

= TDS 46 XX

= Alteraciones en el desarrollo gonadal
= Disgenesia gonadal

=  Trastorno ovotesticular
= Varén XX Lee PA, et al. Consensus statement on management of intersex disorders.
: . International Consensus Conference on Intersex. Pediatrics 2006;118:e488-
- Exceso de androgenos (fetal’ placentarla ° materna) 500. Rawal AY. Concepts and Updates in the Evaluation and Diagnosis of
= Otras (agenesia Miilleriana, atresia vaginal, etc.) Common Disorders of Sexual Development. Curr Urol Rep 2015;16:83.
Wherrett DK, et al. Approach to the Infant with a Suspected Disorder of Sex
Development. Pediatr Clin North Am 2015,62:983-99.

, 1A. Agenesia o
Utero normal hipoplasia tubarica

1B. Agenesia o 1C. Agenesia o
hipoplasia cervical hipoplasia del fundus



Abordaje

Interrogatorio

= Historia familiar (consanguinidad, muertes neonatales, amenorrea, hipospadias, infertilidad, etc.)
= Factores perinatales (exposicion a progestdgenos prenatales, virilizacion materna).
= Alteraciones en el desarrollo puberal, hematuria ciclica.

Exploracion fisica

= Dismorfias
= Presion arterial
= Tamaio del falo
(pene 2.5 a 3.5, clitoris 2 a 9 mm)
= Palpaciéon de gdnadas
= Qrificio uretral vs seno urogenital
= Radio anogenital
(mayor de 0.5 cm sugiere virilizacion)
= Palpacion del utero
= Escala de Prader

Lee PA, et al. Consensus statement on management of intersex disorders. International Consensus Conference on Intersex. Pediatrics 2006;118:e488-500.
Rawal AY. Concepts and Updates in the Evaluation and Diagnosis of Common Disorders of Sexual Development. Curr Urol Rep 2015;16:83. Wherrett DK,
et al. Approach to the Infant with a Suspected Disorder of Sex Development. Pediatr Clin North Am 2015,;62:983-99.



Abordaje
-

Examenes de laboratorio

= Electrolitos séricos

" Funcidn suprarrenal (17 hidroxi-progesterona, 17 hidroxi-pregnenolona, 11-
deoxicortisol, ACTH, cortisol, DHEAS, androstenediona, prueba de estimulacion con
ACTH, etc.)

= Prueba de estimulacién con hGC 50-100 Ul/kg, 3-4 dosis y determinaciones 72 a 96
horas (testosterona ojo <130 ng/dL, relacion testosterona/dihidrotestosterona>20)

= Hormona antimulleriana, inhibina B

= LH, FSH

=  Espermatobioscopia

Estudios de imagen

=  Ultrasonido  Restos mullerianos no presentes R 105 presentes
= Uretrograma [ l A e S
. s’ . 7 | 3 T
= Genitografia / Cistouretrografia Hwé? ZFJEEaT“a T/OHT. mggsmé'umum e aanke
. % o s H narma H
= Resonancia magnética I ' | l
. . s e Estudio molecular Estudio Estudio receptor Estudio
Estudio histopatoldgico del receptor molecular gen gen HAM
de andragenos
s ' ! l !
= Biopsia gonadal Resistencla Déficit Alteracion gen Ovotestes Alteracitn
h B a andriigenos 5-ilfa del receptor gen HAM
Estudio genético B g

= Cromatina sexual, cariotipo, FISH, estudio molecular.

Lee PA, et al. Consensus statement on management of intersex disorders. International Consensus Conference on Intersex. Pediatrics 2006;118:e488-500.
Rawal AY. Concepts and Updates in the Evaluation and Diagnosis of Common Disorders of Sexual Development. Curr Urol Rep 2015;16:83. Wherrett DK,
et al. Approach to the Infant with a Suspected Disorder of Sex Development. Pediatr Clin North Am 2015;62:983-99.



Tratamiento
——————————————————

Dependiendo de la causa
= QOpciones quirurgicas (correccion genitales externos, gonadectomia).
= Tratamientos de supresion o sustitucion hormonal.

= Considerar: apariencia de genitales, funcion gonadal, opciones de
guirurgicas, necesidad de reemplazo, fertilidad, dinamica familiar y factores
psicolégicos.

Considerar riesgo de malignidad

= Altoriesgo (60%) = Gonadectomia al diagndstico
* Disgenesia gonadal mixta + Y + intrabdominal
* Fraiser, Denys-Drash +Y
* Insensibilidad a andrdgenos con testiculo intra-abdominales
» Riesgo intermedio (28%) = Gonadectomia al diagndstico vs seguimiento cada 6 meses
* Turner+Y
e Disgenesia gonadal mixta +Y + escrotal
* Insensibilidad a andrdgenos con testiculos escrotales
* Deficiencia de 17B-hidroxilasa
* Riesgo bajo (5%)
* Ovotestes

Derecho a decidir de los pacientes

* |dentidad de género, rol de género y orientacion sexual



Puntos para recordar

Los testiculos descienden, los ovarios no.

El descenso testicular se relaciona directamente con la regresion de los conductos de
Mauller.

La presencia de Utero significa ausencia de accion de hormona antimulleriana en
periodo de sensibilidad en la gestacion temprana.

La testosterona y la hormona antimulleriana funcionan como hormonas con accion
local en los genitales internos.

La virilizacidn externa de cualquier grado es debido a efecto de los andrdgenos.

El grado de virilizacion externa predice el grado de desarrrollo de la region inferior de
la vagina.

Con excepcion del falo, los andrégenos circulantes virilizan los genitales externos
solamente durante el periodo critico.

Abordaje completo en casos de infertilidad y alteraciones en el desarrollo puberal.
Abordaje en mujeres con hernia inguinal, clitoromegalia y orificio urogenital unico.

Abordaje en hombres con criptorquidia, escroto bifido e hipospadias junto con
micropene y/o criptorquidia.




Gracias

I'm a great believer in luck,
and I find the harder [ work,
the more I have of it.
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americaml@hotmail.com




