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Abstract

Background

Androgen  insensitivity syndrome  (AIS), is a common male
pseudohermaphroditism. An X-linked recessive genetic disorder.The patients
karyotype is 46, XY, but its androgen receptor geneon the X chromosome
defects,which can cause the AR dysfunction on the androgen target organs.The
androgens does not work correctly can cause relevant clinical symptoms. This disease
can has different effects on the reproductive capacity in patients, but also may lead to
abnormal sexual development associated with sexual psychology, abnormal behavior,
and may cause irreversible damage to the patient's family and community.
Currently ,genetic diagnosis is the gold standard for the diagnosis of AIS, the
causative genes are constantly being discovered, recently research has shown that the
genetic background of this syndrome is more complex and diverse, so continue to
explore its new virulence genes, Will help illustrate the association between the
phenotype and pathogenic genotype of the disease.
Objective

Clear the causative genes of the familial AlS,establish the association between
genotype and phenotype, provide the basis for genetic counseling and prenatal
diagnosis of subsequent family members.
Methods

Collect the patient’s clinical data and peripheral blood sample,who were
diagnosed with androgen insensitivity syndrome in 2015 in xiamen city maternal and
child health care department of gynaecology clinic, and the samemethod to her
compatriot sister (same with AIS) and another normal compatriot sister.extract the
above three sample whole genome DNA of the peripheral blood, application
second-generation sequencing technology to fully sequenced exons ofthe whole
genome DNA samples of the three cases. Further collectthe peripheral blood

samplesof other nine members of the family and make the whole genome DNA
11l
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extraction, application generation sequencing technology verifythe second generation
sequencing results of the nine members of the family and the three sisters.Application
real-time fluorescent quantitative PCR technology to detect the deletions of SRY

(Sex-determining gene on the Y chromosome) gene and the Y chromosome AZF

(azoospermia factor) a, AZFb, AZFc in the 12 samples of the family. Through testing
the 111-1 5a-dehydrogenase activity concentration and the same time blood samples of
testosterone (T) and dihydrotestosterone (DHT) values to verify the 5a-dehydrogenase
activity of the patient is normal.
Results

1. The second-generation sequencing found AR: c¢. 2566 C> T (R856C) mutation
in 11-1 and I11-3. 2. Generation sequencing found AR: c. 2566 C> T (R856C)
mutationsin I11-1 and 111-3, AR: c. 2566 C> T (R856C) heterozygous mutations in Il -
2, other members in the family are not exist the same mutation. 3. SRY gene and Y
chromosome AZFa, AZFb, AZFc deletion detect found two patients and other male of
their family members are present SRY gene genotype and no Y chromosome AZFa,
AZFb, AZFc deletion.4. 5a-dehydrogenase activity concentration detection found 5a-
dehydrogenase activity concentration is normal in I - 1.
Conclusions
The familial AIS is caused by AR: c. 2566 C> T (R856C) mutation, from the

patient's mother spontaneous mutation. 5a-dehydrogenase activity is not the cause of
this family patients’ clinical symptoms.
Keywords: androgen insensitivity syndrome; AR gene; SRD5A2 gene;

second-generation sequencing technology; 5Sa- dehydrogenase.
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FEINE PR 1 AR 4 2538 o T 8 o U FE PR AN [R) T B AN R I R R I, B g
EAGUREEEAE 5> 856 4 B HE R A BUR 28 & {iE ( Complete Androgen
Insensitivity Syndrome ,CAIS). &7 BUHER = A UK LEA1E (Partial Androgen
Insensitivity Syndrome ,PAIS) DL R AR HEE R A BURZEAAE (Mild androgen

insensitivity syndrome, MAIS) =fhiz&ulel,
111 EEREREIBRLEEIE (CAIS)

CAIS HL Y (1)l PR3 372 75 5 30 100 S R 1t P 0 o 22 40y ) L ) R Js v e B
B MR I F A BRI KA AR AN E %, 4k
. R B B, AR R MR A R R R N e
2, N T BB E S S o PR oA ThRE Y 52 LA ZARE IR 40 ik AMH
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PRGN . NAK A MERCR Rz S MU T AT EGR &5 S B E H, TR
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Pk B2 — O N, [ CAIS, HeE I TP EIA LH o AR RERE
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