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Genetic Diagnosis in Male Infertility
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Abstract

Intracytoplasmic sperm injection
procedure is a mile stone for treatment of
severe male infertility patients. This procedure
was first applied in severe oligoospermic
patients. However, now spermatid injection
was also applied successfully in the animal
model. Recently applying spermatocyte with
in vitro maturation, fertilization, blastocyst
formation and also pregnancy was achieved in
mice. Setting a new treatment regimen in male
infertility in human is on the way. However,
arrest of spermatogenesis and spermiogenesis
in some patients is related to some gene
derangement. It is very important to detect,
differentiate and correlate the clinical
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phenotype with the genes that were involved
in the process of the spermatogenesis. In this
project we designed 12 sets of PCR primers in
2 reaction. We try to detect the Yqll
microdeletion. RT-PCR and m-RNA in situ
also was developed to detect at which stage
the arrest of spermatogenesis happened. We
try to correlate the clinical phenotype, gene
expression and gene derangement.
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We have included 113 oligozospermia

patients in this project. All patients had blood



chromosome karyotyping and Yq11
microdeletion detection. There are 17 in 74
azoospermic patients with chromosome
anomaly. In these 17 patients, 10 patients are
Klinefelter's syndrome. The other 7 patients
are sex chromosome anomaly. In the 39
severe oligoospermic patients. Only 2 patients
had chromosome anormaly. One had marker
chromosome which turned out to be
chromosome 15 inversion duplication from
FISH study. The other one 1s mosaic trisomy
chromsome 18, These patient was scheduled
and went through [VF + 1CSI + PGD.
Pregnancy was achieved and amniocenetesis
was done with a normal female baby. About
the Yq11 microdeletion, there are 7 patients
with big deletion in the 74 azoospermic
patients. However, there are 6 patients who
had microdeletion detected. There is no
difference in the deletion size between the azo
and oligoospermic patients.

About the study of gene expression, we had
2 testis specific expression genes from other
research group. Tissue was fixed in DEPC
treated paraformaldhyde. This part is still on
going. From the study of spermatid and sperm
detection n the testis section. We have done
for 37 non-obstructive azoospermia patients.
There are 5 patients who have sperm detected.
As the spermatid detection, there are 13
patients who had spermatid detected from the
FISH study. If correlated to the pathology

report, these 5 patients who had sperm

detected mm the FISH section had the

spermatid report only. From this part we had
poster published in the ASRM meeting in
Oct. *99 and was selected as prize poster.
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Since powerful 1CSI was applied in
assisted reproduction technology. Genetic
study for the male infertility patients attracts
more and more attention from the geneticist.
Chromosome anomaly 1s one of the genetic
derangement for these patients. However,
chromosome Y11 microdeletion is also
another focus for this disease. In this project
we tried to correlate the clinical phenotype
and gene derangement. We have collected
127 and 37 oligozospermic patients’ DNA
and testis biopsy sample. We have done the
first part study for Yql1 microdeletion and
haploid cell detection in the testis biopsy by
applying FISH.

We had poster presentation in
ASRM this year in USA to present the data of
our part one of this study. We were selected
as prize poster.



