TESTIS INMESININ REGULASYONU
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A SCHEMATIC DIAGRAM OF THE DESCENT OF THE TESTTS.
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Testis Embriyolojisi

A ve B:
12 gunluk fare embriyosu
Tum abdomen boyunca

C: 14 gunluk fare embriyosu

D: 16 gunluk fare embriyosu
germinal tabaka ve kord yapisi

Barlar 1 mm dir

8. Ulusal Androloji Kongresi
Izmir
22 Mayis 2009



Testis Embriyolojisi

8 haftalik insan embriyosu
Baskalasmamis gonad

m Urogenital mesentery

Mesonephnc tubule . Degenerating
Mesonr‘.phrlc tubule mpdullar‘,' cords

Wolffian duct Rete blastema
Wolffian duct

Millerian duct Testis cords Milllerian duct SOV N0

Tunica albuginea Surface epithelium
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Testis Embriyolojisi
16-20 haftalik

Insan embriyosu
Erkek Disi

m Mullerian duct
leri t itheli
Mullerian duc Surface epithelium

Rete testis cords p
Tunica albuginea Rete ovarii

Horseshoe-shaped
seminiferous cords
containing Sertoli
cells and
prospermatogonia

Germ cell {oogonium)
contained within
follicular cells
{(primordial follicle)

Mesenchymal - 5 | A Degenerating
matrix in which 14 medullary cords
are Leydig cells \

Mesonephric tubules
tubules (vasa efferentia)

Wolffian duct {vas deterens) Wolffian duct
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Testis Embriyolojisi

Testis olusumu ve inmesi turler arasinda
zamansal farklilik gosterse de yolak aynidir

1 genital ridge formation
] testis formation
[] transabdominal phase
[] inguinoscrotal phase

B testis in scrotum

ascrofal
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Testis Embriyolojisi

Testis olusumunun molekuler duzeyi

Bipotential Gonad Testis)  Development

% Dhh
Irflgfirilm Sry Sox8 Pdgfr-alpha
~ Gatad/Fogz =P m—
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sCoclomic arterial vessel & malke vascularizlion
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sinquketion of PGO méeos milelic anes!
-Serted proliferstion/differantstion
sLeydig o2l migration/diferantiation
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»Testiz cord formaton
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Testis Inmesi

Safhalar:
Transabdominal

Inguinoskrotal

Mekanik ve anatomik degisiklikler:
Karin ici basinci
Testikuler eklerin mekanik etkisi
Inguinal kanalin genislemesi
Prosesus vajinalisin kapanmasi
Gubernakulumun kalinlasmasi
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Testis Inmesi
Transabdominal safha

epididymis with
ductus deferens 5

Indifferent gormd
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Sertoli : AMH
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Testis

Sarooli

Laydiz
Paritubular
Sparrhatogenesis
Macrophages

Leydig : AR ve Insl-3/LGR8(GREAT)

Leucine rich repeated containing G protein

G protein coupled receptor affecting testis descent



Testis Inmesi
Transabdominal safha

Androjen: CS ligamanin regresyonu

Hayvan ve insanda konfirmasyonu var.

Androjen hatalarinda bile inguinal alana kadar inen
testis izlenmekte.

Gubernakulum kalinlasmasi

Farelerde gdsterilmis ancak insanlarda
mutasyonunun sadece torsiyon riskini yukselttigi
gosterilmis

Kriptorsik bebeklerin serumunda daha disik diizeyde
Salinimi tamamen GnT kontrol altinda

AMH(Anti Mullerian Hormon): Mullerian yapi regresyonu

Klinikte gordigumdz remnantlar ile beraber inmemis testis
mutant farelerde izlenmemekte
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Testis Inmesi
Transabdominal safha

Intraabdominal testis position:

Transgenic mouse models

IMSL3-/-
Transabdominal phase crsp ;émat_;.;

=pididymis with (INSL3-mediated) HOXA10-
ductus deferens ; HOXAT1--

Hoxa10 Hoxal1 transheterozygous
pdS0arom+ transgenic

Steroid treatrment
astrogens
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Testis Inmesi
Inguinoskrotal safha
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Testis Inmesi
Inguinoskrotal safha

Yenidoganlardaki ilk 3 aydaki testosteron
yukselmesi ile testisin skotuma inmesi
(Mekanizma ??7?)

Farelerde ¢ok iyi model olustursa da insanlarda
androjen sentezi /AR hatasinin tek bagsina
kriptorsidizm nedeni olmasi nadir.

CGRP (Calcitonin gene-related peptide):

Genitofemoral sinirin gubernakulumu kontrakte
edebilmesi

Genitofemoral sinir nukleusu seksuel dimorfiktir.
Prenatal antiandrojenler nukleus gelisimini etkiler.
Spina bifida da kritorsidizm daha siktir.
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Testis Inmesi
Inguinoskrotal safha

] genital ridge formation HPG axis functioning
[] testis formation - plasma androgen
[ transabdominal phase — AMH high {males)

[ inguinoscrotal phase ] genital tubercle formation

B testis in scrotum [] external genitalia differentiation

ascrofal
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Testis Inmesi
Inguinoskrotal safha

epididymis with
ductus deferens o

"""'H-,_.__:__H‘;.F abdominal

weall £
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Inguinoscrotal testis position: Inguinoscrotal phase

Transgenic mouse models fAndrogen-mediated)

GnRH-I-

LURKCC- Rat model

hpg
GnRH-promaoter driven SV40-T mutants TS-rat

e Steroid treatment
pygmy insertional mutants
1 anti-androgens Seralum
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Testis Inmesi

Diger etkenler
Dusuk dogum agirhg:
Prematurite
Ikiz gebelik
Maternal alkol / sigara / kafein
Gestasyonel diabet

Cevresel etmenler

Endokrin bozucular
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