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UNDERSTANDING POLYCLONAL
HYPERGAMMAGLOBULINEMIA

A brief guide for patients with an elevated globulin level or “high gamma region”

Polyclonal hypergammaglobulinemia is not cancer.

It is common, often temporary or stable, and usually reflects a normal immune response to
inflammation, infection, or another underlying condition.

This information sheet explains polyclonal hypergammaglobulinemia in clear, practical terms.

What are immunoglobulins?

Immunoglobulins, also called antibodies, are proteins made by plasma cells in your bone marrow to
help your body fight infections.

A blood test such as serum protein electrophoresis (SPEP) shows antibodies in the gamma region,
one of several protein “bands” in the blood.

What is polyclonal hypergammaglobulinemia?
Polyclonal hypergammaglobulinemia means your immune system is making many different types of
antibodies, leading to a broad, elevated gamma region on SPEP or a high total globulin level.
Itis not the same as MGUS or a monoclonal gammopathy.

e polyclonal = many antibodies from many plasma cells

¢ monoclonal = a single antibody made by many copies of one original plasma cell (MGUS,

myeloma)

Polyclonal patterns are typically benign and reflect immune activity, not a bone marrow disorder.
Most people have no symptoms, and the finding is often discovered during routine blood testing.

Common causes
Polyclonal hypergammaglobulinemia reflects immune activation. Common causes include:
Infections
Your immune system increases antibody production when fighting infection.
Examples include:
e viral infections
e Dbacterial infections
e chronic infections (such as hepatitis or HIV)
Inflammation or Autoimmune Conditions
Chronic inflammation can raise antibody levels.

Examples:
¢ rheumatoid arthritis
e lupus

¢ inflammatory bowel disease
e autoimmune thyroid disease

Liver Conditions

Because the liver processes many proteins, antibody levels may rise with:
o fatty liver disease
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e chronic hepatitis

e cirrhosis
4. Other Causes

e chronic inflammatory lung or skin conditions

e certain medications

e chronic immune activation

e rare immune or lymphoid disorders (uncommon)
In most people, this pattern reflects a normal and appropriate immune response, not a serious
illness.

Does it cause symptoms?

Usually no.

The elevated antibody level itself does not cause symptoms.

If symptoms occur, they come from the underlying cause (such as infection or inflammation), not from
the antibody level.

Is it dangerous?
Most cases are not dangerous.
Polyclonal hypergammaglobulinemia is far more likely to reflect immune activity than a bone marrow
disease.
Your doctor may pay closer attention if:
e antibodies rise significantly over time
o liver tests are abnormal
e chronic inflammation is suspected
e other blood counts are also abnormal
Even in these situations, the causes are often treatable or manageable.

How is it evaluated?
Evaluation depends on your symptoms and medical history.
Your doctor may check:
e liver tests (ALT, AST, ALP, GGT)
inflammatory markers (CRP, ESR)
hepatitis B and C testing
autoimmune markers (such as ANA or rheumatoid factor), if appropriate
immunoglobulin levels (IgG, IgA, IgM)
HIV testing, when clinically appropriate
occasionally light chains
Not everyone needs all these tests. Testing is tailored to the clinical context.

Do you need a bone marrow biopsy?
Usually, no.
A biopsy is considered only if:
e blood counts are abnormal
e a monoclonal (single-band) pattern is suspected
e symptoms suggest another blood disorder
Most patients with polyclonal hypergammaglobulinemia do not require a bone marrow evaluation.
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What is the treatment?
Treatment focuses on the underlying cause, not the antibody level.
Examples:
o infections — treat infection
e autoimmune conditions — manage inflammation
o liver disease — treat liver condition
o medications — adjust if appropriate
Many people need no specific treatment once the cause is identified.

When should | contact my doctor?
Let your doctor know if you develop:
o fever
unexplained weight loss
night sweats
persistent fatigue
new joint pain
yellowing of skin or eyes
e worsening liver tests
Seek urgent care for severe pain, difficulty breathing, or confusion.
These symptoms are uncommon but help guide further evaluation.

What is the usual plan going forward?
Most people need:
e periodic blood tests
e monitoring of liver or inflammatory markers (if relevant)
o follow-up based on symptoms and trends
In most cases, polyclonal hypergammaglobulinemia remains stable, benign, and does not require
treatment.

Key Points to Remember

e polyclonal hypergammaglobulinemia is usually benign.
it reflects a normal immune response, not a bone marrow disorder.
most common causes are infection, inflammation, or liver conditions.
a bone marrow biopsy is rarely needed.
treatment focuses on the underlying cause, not the antibody level.
most people do well with simple monitoring.

Prepared by The Blood Project — thebloodproject.com | 3



