Acquired: Generalized Lipodystrophy (AGL; Lawrence Syndrome)

Fat Loss

This is a rare disease characterized by generalized disappearance of fat occurring during
childhood and adolescence. A total of about 80 cases have been reported. Patients have normal
body fat at birth thus distinguishing them from patients with congenital generalized lipodystrophy.
Females are affected approximately 3 times more often than males. AGL could be due to
panniculitis (inflammation in the fat) or autoimmune diseases, however, in several cases no
causative factor could be identified.

The onset of AGL may also occur following infections such as varicella, measles, pertussis,
diphtheria, pneumonia, osteomyelitis, parotitis, infectious mononucleosis, and hepatitis. Usually,
the onset of lipodystrophy is gradual over months to years. Eventually generalized and near
complete loss of fat may occur in some patients resulting in muscular appearance and prominent
superficial veins (veins under the skin). There is loss of fat from the palms and soles also, while
retroorbital and bone marrow fat are preserved. The degree of loss of intraabdominal fat varies.
Affected children may have a voracious appetite. Dark velvety pigmentation (acanthosis
nigricans) may occur in the axilla and neck, umbilicus, nipples and occasionally hands and feet.
Increased linear growth may be seen in the children. Excess body hair, enlargement of genitalia
(clitoromegaly) and occasional ovarian cysts (enlarged ovaries) may be seen in the females.
Enlargement of liver and spleen is frequently seen. Cirrhosis has been reported in about one fifth
of the patients as a late sequela of hepatic steatosis or autoimmune hepatitis.

The patients commonly have moderately severe elevation of blood lipids. Diabetes occurs usually
after the onset of lipodystrophy. Diabetes is often difficult to control despite requiring large doses
of injectable insulin. Most patients have low serum levels of leptin and adiponectin. Patients with
AGL may also develop other autoimmune disorders like vitiligo (light-colored spots on skin), sicca
syndrome, rheumatoid arthritis, dermatomyositis, thyroiditis and chronic active hepatitis. The
precise mechanism involved in loss of body fat in this disorder however remains unknown but it is
likely that autoimmune mechanisms (body defense mechanisms acting against body fat) are
involved. Recently, it has been suggested that fat loss occurs due to adipocyte apoptosis
mediated by CD95 receptor activation.

There are 3 types of AGL:



= Panniculitis variety (type 1):The patient presents with painful and inflamed
subcutaneous nodules or maculopapular lesions. Upon healing, depressed scars remain but the
overlying skin is normal. New nodules appear and there is progression of subcutaneous fat loss.
= Autoimmune disease variety (type 2):
In this variety, the patients have past or present evidence of autoimmune diseases.
= Idiopathic variety (type 3):
This is the most common variety. The etiological factor of this variety is not known.
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