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ANDERSEN'S DISEASE

ANDERSEN'S DISEASE (Glycogen Storage Disease Type IV)

Primary Disciplinary Field(s): Genetics, Hepatology, Pediatrics, Metabolic Medicine

1. Core Definition

Andersen's Disease, formally known as Glycogen Storage Disease Type IV (GSD IV), is a rare,
autosomal recessive metabolic disorder belonging to the broader category of Glycogen Storage
Diseases. It is specifically characterized by a deficiency in the activity of the glycogen branching
enzyme (GBE), an essential enzyme required for the proper synthesis of glycogen. The primary
function of GBE is to catalyze the formation of the alpha-1,6 glycosidic bonds necessary to create
the highly branched structure of normal glycogen molecules. When this enzyme is absent or
severely malfunctioning, the body fails to convert linear glucose polymers into the characteristic,
compact, and readily soluble branched glycogen structure. Instead, the disorder results in the
accumulation of abnormal, long-chain, unbranched, or minimally branched glycogen molecules
known as polyglucosan bodies. These abnormal deposits are poorly soluble, resisting
degradation by normal glycogenolytic enzymes, leading to their toxic accumulation primarily in the
liver, nervous system, heart, and skeletal muscles, resulting in progressive organ damage and
multi-system failure.

The resulting pathology is complex and varied, often leading to a severe, progressive clinical
course. The most common and devastating manifestation involves the liver, where the
accumulation of the abnormal polysaccharide deposits triggers a severe foreign-body inflammatory
response, fibrosis, and ultimately, cirrhosis and liver failure. Neurological involvement can range
from mild hypotonia to severe, progressive neuromuscular degeneration, depending on the specific
mutation and residual enzyme activity. Because GSD |V affects multiple organ systems due to the
systemic distribution of the GBE enzyme, the clinical presentation is diverse, ranging from fatal
prenatal forms to milder, adult-onset neuromuscular presentations. The severity is generally
correlated with the degree of GBE activity loss; complete loss often results in the classic, rapidly
progressive hepatopathic form observed in infancy.

Unlike GSDs |, II, or Ill, which primarily result in hypoglycemia or muscle weakness due to
insufficient glucose mobilization, GSD 1V is fundamentally a disorder of glycogen quality rather
than quantity or immediate utilization failure. The toxic nature of the insoluble polysaccharide
inclusions drives the major clinical features, distinguishing it metabolically and clinically from other
GSD types. The failure to correctly branch glycogen means that these abnormal polymers cannot
be stored efficiently or broken down effectively for energy, causing cellular stress and eventual
death within the affected tissues.
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2. Etymology and Historical Development

Andersen's Disease is named after Dorothy Hansine Andersen (1901-1963), an influential
American pediatrician and pathologist who first described the disorder in 1956. Dr. Andersen, who
is also widely recognized for her pioneering work in defining and characterizing cystic fibrosis,
documented four cases of infants presenting with progressive cirrhosis of the liver, splenomegaly,
and ascites, associated with the unusual accumulation of abnormal polysaccharide material within
the hepatocytes. Her meticulous pathological studies established the unique characteristics of this
condition, setting it apart from other known forms of glycogen storage disease prevalent at the
time. Her initial description provided the critical foundation necessary for subsequent biochemical
and genetic identification.

The definitive biochemical cause--the deficiency of the 1,4-alpha-D-glucan: 1,4-alpha-D-glucan 6-
alpha-D-(1,4-alpha-D-glucano)-transferase (glycogen branching enzyme)--was subsequently
confirmed through enzyme assays performed on affected tissues. This discovery formalized the
disease's classification as Glycogen Storage Disease Type IV within the nomenclature system
established for disorders of glycogen metabolism. Prior to Dr. Andersen's work, many infants
presenting with unexplained progressive liver failure were often misdiagnosed or categorized
simply as idiopathic cirrhosis. Her contribution was vital not only in recognizing the specific
enzymatic defect but also in highlighting the unique pathological findings related to the structure of
the accumulated glycogen.

Over the decades following Andersen's initial description, molecular genetics allowed researchers
to pinpoint the exact genetic locus responsible for GSD IV. The enzyme is encoded by the GBEL1
gene, mapping to chromosome 3pl2. Further research revealed the high degree of clinical
variability, differentiating between the severe classical infantile hepatopathic form and the less
common non-progressive or adult-onset neurological forms, all stemming from different mutations
or levels of residual GBE activity. This historical progression, from clinical description to
biochemical confirmation and finally to molecular characterization, exemplifies the advancement in
understanding complex metabolic inherited disorders.

3. Pathophysiology and Molecular Mechanism

The pathophysiology of Andersen's Disease centers entirely on the malfunction of the glycogen
branching enzyme (GBE). In healthy individuals, GBE acts as a transferase, removing a segment
of six or seven glucose units from the end of a growing glycogen chain and re-attaching it via an
alpha-1,6 linkage to an interior glucose residue, thus forming a branch point. This branching
process is crucial because it increases the surface area of the glycogen molecule, making it more
soluble, more compact for storage, and providing numerous non-reducing ends for rapid
degradation (glycogenolysis) when glucose is required.
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When the GBE1 gene is mutated, resulting in deficient or non-functional enzyme, the glycogen
synthase enzyme continues to elongate the glucose chains linearly. This results in the formation of
polysaccharides with extremely long outer chains and far fewer branch points than normal--the
characteristic polyglucosan bodies. These abnormal polymers structurally resemble the
amylopectin component of starch, giving the disease the occasional descriptive name of
"amylopectinosis." Because these molecules are highly insoluble, they precipitate within the
cytoplasm of affected cells, including hepatocytes, cardiac muscle cells, and neurons.

The key mechanism of cellular damage is not metabolic energy deprivation, but rather the
cytotoxicity induced by these insoluble inclusions. The cell recognizes these polyglucosan bodies
as foreign or abnormal substances, triggering lysosomal storage activity and robust inflammatory
and immune responses. In the liver, this chronic inflammatory state leads to progressive cellular
injury, accumulation of extracellular matrix, and ultimately, extensive fibrosis and irreversible
nodular cirrhosis. In the central nervous system, the accumulation of polyglucosan bodies in
neurons and glia disrupts normal cellular function, leading to neurodegeneration, often manifesting
as developmental delay, hypotonia, and progressive neurological impairment.

4. Clinical Presentation and Manifestations

The clinical presentation of GSD 1V is highly heterogeneous, primarily dictated by the specific
mutation, residual GBE activity, and the tissue distribution of the enzyme deficiency. Clinicians
generally categorize GSD IV into several distinct subtypes based on age of onset and primary
organ involvement, though the classic form remains the most severe and common presentation
during infancy.

The most recognized subtype is the Classic Infantile Hepatopathic Form, which typically
presents within the first year of life. Infants often present with nonspecific symptoms such as failure
to thrive, hepatomegaly (enlarged liver), and splenomegaly. As the disease progresses, chronic
liver inflammation leads rapidly to overt liver failure, characterized by jaundice, ascites (fluid
accumulation in the abdomen), portal hypertension, and progressive cirrhosis. Untreated, this
severe form is usually fatal by three to five years of age due to complications of liver failure or
gastrointestinal bleeding.

Other significant manifestations include Cardiomyopathic Forms, where the heart is the dominant
site of polyglucosan accumulation. This leads to hypertrophic or dilated cardiomyopathy, resulting
in congestive heart failure that can be life-threatening in infancy. The Neuromuscular Forms are
generally less common and often present later, sometimes into adulthood. These forms involve the
progressive accumulation of polyglucosan bodies in peripheral nerves, skeletal muscles, and the
central nervous system, leading to symptoms resembling Adult Polyglucosan Body Disease
(APBD), though APBD is often caused by specific GBE1 mutations distinct from the classic GSD
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IV mutations. Symptoms include progressive muscle weakness, distal wasting, and sometimes
severe hypotonia in early childhood.

Rarely, non-progressive or milder presentations exist, sometimes associated with minimal or
localized GBE deficiency, allowing individuals to survive into early adulthood with significant, but
manageable, health complications, often focused on specific muscle groups or neurological
deficits. The variability underscores the need for thorough genetic and enzymatic testing to confirm
diagnosis and predict prognosis.

5. Genetic Basis and Inheritance

Andersen's Disease is an autosomal recessive disorder, meaning that an affected individual
must inherit two copies of the defective gene--one from each parent. The disease-causing gene is
GBEL, located on the short arm of chromosome 3 (3pl12). The GBE1l gene provides the
instructions for making the glycogen branching enzyme. Parents who carry one copy of the
mutated gene are typically asymptomatic carriers and have a 25% chance of passing the disease
on to each of their offspring.

Over 50 different mutations have been identified in the GBE1 gene that can cause GSD IV. These
mutations include missense, nonsense, splice site, and deletion mutations, all leading to either
reduced enzyme production, production of an unstable enzyme, or synthesis of a completely non-
functional enzyme. The specific type and location of the mutation heavily influence the amount of
residual GBE activity in various tissues, which directly correlates with the clinical phenotype. For
instance, null mutations resulting in complete absence of GBE activity are generally associated
with the severe classical hepatopathic or perinatal forms.

The genetic basis also highlights the link between GSD IV and APBD. While APBD is often
considered a distinct disorder primarily affecting the nervous system in adults, it is also caused by
specific, often milder, mutations in the GBE1 gene that retain some residual enzyme activity.
Understanding the genotype-phenotype correlation is crucial for genetic counseling, allowing
families to understand recurrence risks and providing a basis for prenatal diagnosis in subsequent
pregnancies. Genetic testing for GBE1 is now the gold standard for confirming the diagnosis,
supplementing the traditional measurement of GBE activity in blood cells or affected tissues.

6. Diagnosis and Screening

The diagnostic process for Andersen's Disease typically begins with clinical suspicion based on the
presence of unexplained hepatomegaly, progressive liver disease, or developmental regression in
infancy. Initial laboratory findings often reveal elevated liver enzymes (transaminases), signs of
impaired liver synthetic function (e.g., low albumin, elevated clotting times), and often, signs of
portal hypertension. However, definitive diagnosis requires specific biochemical and genetic testing
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to distinguish GSD IV from other forms of glycogen storage disease or causes of infantile cirrhosis.

Enzyme Activity Assay: The primary biochemical test involves measuring the activity of the
glycogen branching enzyme in accessible tissues such as leukocytes (white blood cells),
fibroblasts, or liver biopsy samples. A significant reduction or absence of GBE activity strongly
supports the diagnosis of GSD IV.

Liver Biopsy and Histopathology: A liver biopsy is often performed, which reveals characteristic
histological findings. Under microscopy, hepatocytes are found to contain inclusions of poorly
branched, abnormal glycogen (polyglucosan bodies). Staining with periodic acid-Schiff (PAS) is
positive, but, unlike normal glycogen, these deposits are resistant to digestion by amylase,
confirming their unique, insoluble structure.

Molecular Genetic Testing: Confirmation of the diagnosis is achieved through sequencing the
GBEL1 gene. Identification of two pathogenic mutations confirms the autosomal recessive nature of
the disorder and is essential for precise prognosis, genetic counseling, and potential enrollment in
mutation-specific therapies if available. Genetic testing is particularly important in differentiating
GSD IV subtypes and confirming carrier status in family members.

Prenatal diagnosis is available for families with known GBE1 mutations through chorionic villus
sampling or amniocentesis, allowing for early detection and counseling. Newborn screening for
GSD IV is not standard across all jurisdictions, largely due to its rarity, but is sometimes included in
expanded metabolic screening panels utilizing tandem mass spectrometry or specific enzyme-
based markers.

7. Management and Treatment Strategies

Given that Andersen's Disease is a progressive, inherited metabolic disorder lacking a definitive
cure, management focuses primarily on supportive care, symptom mitigation, and, in severe cases,
life-saving intervention such as liver transplantation. Treatment strategies must be tailored based
on the specific phenotype (hepatopathic, cardiomyopathic, or neuromuscular).

For patients with the Classic Infantile Hepatopathic Form, the central goal is to manage the
complications of liver failure and portal hypertension. Nutritional support is critical to prevent
malnutrition and promote growth. However, medical management cannot halt the progressive
fibrosis caused by the toxic polyglucosan accumulation. Therefore, orthotopic liver
transplantation (OLT) is often considered the standard of care. OLT replaces the diseased liver,
which is the primary site of GBE deficiency and abnormal glycogen deposition, with a healthy
donor liver. This procedure has been shown to halt the progression of liver failure and significantly
improve long-term survival for many GSD IV patients. Crucially, the donor liver provides a
functional GBE enzyme, correcting the metabolic defect systemically.
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However, OLT is not always a cure for all symptoms, particularly if neurological or cardiac
involvement is already advanced. If the disease primarily affects the heart (cardiomyopathy) or the
central nervous system (neuropathy), these conditions often continue to progress even after a
successful liver transplant, indicating that the abnormal glycogen deposits in these non-hepatic
tissues persist. For these subtypes, treatment is supportive, including cardiac medications for heart
failure, and physical/occupational therapy for neuromuscular impairment.

Emerging therapeutic approaches focus on correcting the underlying genetic defect. These include
gene therapy strategies aimed at delivering a functional copy of the GBE1 gene to affected
tissues, particularly the liver and muscle. Enzyme replacement therapy (ERT), while successful in
some other GSDs (like GSD Il), faces challenges in GSD IV due to the difficulty in delivering the
enzyme across the blood-brain barrier to treat neurological components. Nonetheless, research
continues into therapeutic avenues that could potentially halt or reverse the deposition of the toxic
polyglucosan bodies.

8. Further Reading

Dorothy Hansine Andersen (Wikipedia)

Glycogen Storage Disease Type |V (Andersen Disease) - NCBI Bookshelf

GBE1 Gene (Glycogen Branching Enzyme 1) - OMIM Entry

Glycogen Storage Disease Type IV - MedlinePlus Genetics
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