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Müllerian aplasia and hyperandrogenism is a condition that affects the reproductive system in females.
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1. Introduction

This condition is caused by abnormal development of the Müllerian ducts, which are structures in the embryo that develop

into the uterus, fallopian tubes, cervix, and the upper part of the vagina. Individuals with Müllerian aplasia and

hyperandrogenism typically have an underdeveloped or absent uterus and may also have abnormalities of other

reproductive organs. Women with this condition have normal female external genitalia, and they develop breasts and

pubic hair normally at puberty; however, they do not begin menstruation by age 16 (primary amenorrhea) and will likely

never have a menstrual period. Affected women are unable to have children (infertile).

Women with Müllerian aplasia and hyperandrogenism have higher-than-normal levels of male sex hormones called

androgens in their blood (hyperandrogenism), which can cause acne and excessive facial hair (facial hirsutism). Kidney

abnormalities may be present in some affected individuals.

2. Frequency

Müllerian aplasia and hyperandrogenism is a very rare disorder; it has been identified in only a few individuals worldwide.

3. Causes

Mutations in the WNT4 gene cause Müllerian aplasia and hyperandrogenism. This gene belongs to a family of WNT

genes that play critical roles in development before birth. The WNT4 gene provides instructions for producing a protein

that is important for the formation of the female reproductive system, the kidneys, and several hormone-producing glands.

During the development of the female reproductive system, the WNT4 protein regulates the formation of the Müllerian

ducts. This protein is also involved in development of the ovaries, from before birth through adulthood, and is important for

development and maintenance of egg cells (oocytes) in the ovaries. In addition, the WNT4 protein regulates the

production of androgens.

Mutations in the WNT4 gene change single protein building blocks (amino acids) in the WNT4 protein. Researchers

suspect that the altered protein cannot be released from cells as it normally would be; the trapped protein is unable to

perform its usual functions. Loss of regulation by WNT4 likely disrupts development of the female reproductive system

and induces abnormal production of androgens, leading to the features of Müllerian aplasia and hyperandrogenism.

3.1. The Gene Associated with Müllerian Aplasia and Hyperandrogenism

WNT4

4. Inheritance

This condition is inherited in an autosomal dominant pattern, which means one copy of the altered gene in each cell is

sufficient to cause the disorder. Girls with Müllerian aplasia and hyperandrogenism do not inherit the mutation from their

mother, because women with this disorder cannot have children. It is unknown, though, if an affected person inherits the

mutation from her father or if the condition is caused by new mutations in the gene. Müllerian aplasia and

hyperandrogenism may occur in people with no history of the disorder in their family.



5. Other Names for This Condition

Biason-Lauber syndrome

Mayer-Rokitansky-Küster-Hauser-Biason-Lauber syndrome

Mayer-Rokitansky-Küster-Hauser-like syndrome

Mullerian aplasia and hyperandrogenism

Müllerian duct failure

WNT4 deficiency

WNT4 Müllerian aplasia

WNT4 Müllerian aplasia and ovarian dysfunction
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