PREMALIGNANT HISTOLOGICAL CHANGES OF THE GONADS IN

15 INTERSEX CHILDREN WITH A Y-CHROMOSOME. Jérn Miller,

Niels E. Skakkebaek. Rigshospitalet, Lab of Repro-

ductive Biology Y, Dept of Pediatrics G, and Hvidovre Hospital,
Dept of Pediatrics, Copenhagen, Denmark.

Intersex children with a Y-chromosome carry an increased risk of
developing germ cell tumors in adulthood. Carcinoma-in-situ (CIS)
of the testis and gonadoblastomas have previously been shown to
precede germ cell cancer; therefore, we have investigated gona-
dal specimens from l7 prepubertal and pubertal individuals with-
out any sign of tumor (12 with the androgen insensitivity syn-
drome (AIS), 4 with 45,X/46,XY gonadal dysgenesis (GD), and 1
with 46,XY GD), in order to establish whether such histologic
changes could be detected at this age. 3 out of 8 consecutive
patients with incomplete AIS, aged 2 mo, 13 yrs, and 14 yrs, re-
spectively, showed typical CIS changes, whereas non of those
with complete AIS were found to have CIS. All 4 patients with
45,X/46,XY GD (3 with male phenotype, 1 with ambiguous genitalia
age 1 mo-17 yrs) had CIS in at least 1 gonad. In all instances
of CIS the premalignant nature of the lesion was confirmed by
DNA analysis showing aneuploidy of the CIS germ cell nuclei. The
13-yr-old individual with 46,XY GD was a phenotypically normal
female who during surgery for appendicitis was shown to have a
dysplastic uterus, bilateral Fallopian tubes, and bilateral go-
nadoblastomas. In the light of evidence that CIS and gonadobla-
stomas are premalignant conditions, we suggest that all intersex
patients with a Y-chromosome should have a gonadal biopsy per-
formed; the information obtained will assist in the decision re-

oardine need for comadanctamu.
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NEITHER TESTOSTERONE NOR FSH ARE RESPONSIBLE FOR
1 8 DECREASED PRODUCTION OF AMH BY BOVINE SERTOLI CELLS
IN PRIMARY CULTURE. Bernard Vigier,Jean-Yves Picard,
Jacqueline Camparque, Nathalie Josso, INSERM, Unité de Recherches
de Génétique Mécidale, Paris, France.

Production of anti-Millerian hormone (AMH) by Sertoli cells
is maximal during the fetal and neonatal period, and tapers off
in the course of postnatal development. To determine the factors
responsible for the repression of AMH secretion after birth,
Sertoli cells, isolated from immature calves, were plated in an
hormonally defined medium and cultured in the rresence of 0.1 mM
MIX. AMH was assayed in the culture medium using a competition-—
type RIA capable of detecting 1.5 ng. The proportion of neosyn-
thesized AMH was calculated by determining the amount of immuno-
reactive AMH unaffected by cycloheximide treatment in conditions
where 92 % of protein neosynthesis is inhibited. AMH rroduction
by Sertoli cells, expressed per 24 hrs and per 106 cells, fell
from 90 ng on the day following plating to 1.5 at day 7. The pro-
portion of AMH synthesized after day 1 was 35 % on day 2 and
88 % on day 3. FSH, 2.5 yg/ml, and testosterone, 2 pM, were added
to the culture medium on’days 2 and 3, immunoreactive AMH was
measured in the culture medium at day 3. Mean daily production
of AMH by 106 Sertoli cells was 28.6+2.6 ng in control cultures,
24.6+2.8 in FSH-treated ones and 26.6+3.4 after testosterone
treatment. Differences were not significant by anaiysis of
variance. In the same conditions, FSH increased cy:lic AMP pro-
duction approximately tenfold. Further studies are in progress
to determine which factors are essential to the continued pro-
duction of AMH by Sertcli cells in vitro.
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