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TEST

Cryoglobulins

A cryoglobulin test checks blood for proteins that clump in the cold and dissolve when

warmed.

WHAT IT MEASURES

Blood proteins that precipitate when cold and redissolve when warmed

SAMPLE

Blood

FASTING NEEDED?

Sometimes, if your laboratory requests an overnight fast

HOW LONG IT TAKES

Usually under 10 minutes

RESULTS IN

Several days to one week; varies by laboratory

USED FOR

Helping diagnose conditions linked to cryoglobulins

MAIN LIMITATION

Cooling before serum separation can cause a false-negative result

Overview

Cryoglobulins are antibodies or antibody-containing proteins that separate from blood when

they become cold. This is called precipitation. They usually dissolve again when warmed.

The cryoglobulin test looks for these proteins in the liquid part of blood, called serum. The

sample must be collected and handled under carefully controlled temperatures. If it cools too

soon, cryoglobulins may be lost before testing.

Finding cryoglobulins does not diagnose a specific disease. Some are linked to infections,

autoimmune diseases, or disorders involving antibody-producing blood cells. Small amounts

can also be found without a clear related illness.

Laboratories may report whether cryoglobulins were found, estimate how much is present,

and identify the type of antibody involved.

Why the test is ordered
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The test is usually ordered when symptoms or other results suggest that cold-sensitive

proteins may be affecting blood vessels, nerves, skin, or kidneys.

Reasons for testing may include:

The test may also help classify a previously detected cryoglobulin or follow a known

cryoglobulin-related condition. Cryoglobulin levels do not always match symptom severity, so

the result is not usually used by itself to judge improvement or worsening.

- A raised purple or red rash, especially on the legs

- Skin sores or fingers and toes that become painful in the cold

- Unexplained joint pain, weakness, numbness, or tingling

- Blood or protein found in urine

- Reduced kidney function without a clear explanation

- Signs of inflammation in small blood vessels, called vasculitis

- Investigation of hepatitis C, certain autoimmune diseases, or blood cell disorders

Who should have the test

Cryoglobulin testing is not a routine screening test for people without symptoms or relevant

medical findings.

It may be suitable if your healthcare professional suspects cryoglobulinemia, meaning

cryoglobulins are present in the blood, or cryoglobulinemic vasculitis, meaning these proteins

are associated with blood vessel inflammation.

Not everyone with hepatitis, an autoimmune condition, kidney disease, cold fingers, or a skin

rash needs this test. The decision is based on your symptoms, examination, medical history,

and results from other blood or urine tests.

How to prepare

Follow the instructions from the laboratory collecting your sample. Some laboratories prefer

an overnight fast because fat particles can make serum cloudy and harder to assess. Other

laboratories do not require fasting.

If you are told to fast, drink only plain water during the fasting period. Do not stop prescribed

medicines unless the healthcare professional who prescribed them tells you to.

Tell the person arranging the test about medicines that affect the immune system, recent
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plasma exchange, treatment for a blood cell disorder, or a recent blood transfusion. These may

influence interpretation.

You do not usually need to warm yourself before the test. Keeping the specimen warm after

collection is the laboratory's responsibility.

What happens during the test

A healthcare worker takes blood from a vein, usually inside your elbow. A tourniquet is placed

around your upper arm, the skin is cleaned, and a needle is inserted into the vein.

Cryoglobulin samples require special handling. The tube and collection equipment may be

pre-warmed. After collection, the blood is kept close to body temperature while it clots and

until the serum is separated from the blood cells.

In the laboratory, the serum is cooled for several days and checked for material that settles or

forms a gel. Any precipitate is warmed to confirm that it dissolves again. Further testing, often

immunofixation, can identify the antibodies involved.

Understanding your results

A result may be reported as negative, positive, or detected below a laboratory's measurement

threshold.

A negative result means cryoglobulins were not found in that sample using that laboratory's

method. It does not completely rule them out, especially if the sample cooled before

separation or the amount was very low.

A positive result confirms that cold-precipitating proteins were detected. It does not show by

itself whether they are causing symptoms or why they are present.

Further testing may classify them into three broad groups:

The amount may be reported as a cryocrit, which estimates the percentage of serum occupied

by the precipitate. Cryocrit measurement is imprecise, and a larger amount does not always

mean more severe illness.

There is no single universal reference range. Methods and reporting thresholds differ between

laboratories. Interpretation also reflects age, sex, pregnancy status, medicines, kidney

function, other test results, and the clinical context, even when these factors do not directly

change the cryoglobulin measurement.
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- Type I: One abnormal antibody, called a monoclonal immunoglobulin

- Type II: A mixture containing one monoclonal and other polyclonal antibodies

- Type III: A mixture of polyclonal antibodies produced by several groups of immune cells

What affects the results

Specimen handling is the most important influence. Cryoglobulins can attach to blood cells or

precipitate if the blood cools before the serum is separated. This can produce a negative result

even when cryoglobulins are present.

Other factors include:

Exercise and time of day are not known to have major direct effects. Age, pregnancy, and

kidney function generally affect the clinical meaning more than the laboratory measurement

itself.

- Too little incubation time: Some cryoglobulins take several days to appear

- Cloudy or fatty serum: A recent high-fat meal can make visual assessment difficult

- Incomplete clotting: Fibrin strands may be mistaken for cryoprecipitate

- Wrong sample type: Cryoglobulin testing requires serum collected and processed
correctly

- Immune-suppressing treatment: Steroids like prednisone or hydrocortisone , antibody
treatments, chemotherapy, or plasma exchange may lower detectable levels

- Recent transfusion: Donor antibodies or dilution of your own antibodies may complicate
interpretation

Accuracy and limitations

There is no single reliable figure for how often cryoglobulin testing is right or wrong. Collection

procedures, cooling time, detection methods, and reporting thresholds are not fully

standardised between laboratories.

The main problem is a missed result. A sample that cools too soon can test negative because

the proteins have already separated from the serum or attached to blood cells. When suspicion

remains high, a carefully collected repeat sample may be more useful than accepting one

negative result.

A reported positive can also be misleading. A small amount may be genuinely present but
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unrelated to your symptoms. Fibrin, fat particles, or other material may resemble a

cryoprecipitate. Confirming that the material dissolves when warmed helps reduce this

problem.

Immunofixation is better for identifying the antibody type. Complement tests, rheumatoid

factor, hepatitis testing, kidney tests, and urine testing help assess possible causes and

effects. If blood vessel or kidney inflammation must be confirmed, a skin or kidney biopsy may

provide information that a cryoglobulin blood test cannot.

Risks and complications

A blood draw may cause brief discomfort, a small bruise, or minor bleeding where the needle

entered. Some people feel light-headed or faint, but serious complications are uncommon.

What happens next

A negative result may need no further action if your symptoms and other results do not

suggest a cryoglobulin-related problem. If concern remains, your healthcare professional may

discuss repeating the test with strict warm handling.

After a positive result, follow-up commonly includes antibody typing and tests for kidney

involvement, inflammation, complement proteins, hepatitis, autoimmune disease, or abnormal

blood cells. The choice of tests is guided by your history rather than the cryoglobulin result

alone.

Routine follow-up is appropriate for discussing stable symptoms and laboratory findings. Seek

prompt medical advice for a new painful skin ulcer, rapidly increasing rash, dark urine, much

less urine than usual, or worsening weakness or numbness.

Call emergency services for sudden one-sided weakness, difficulty speaking, severe breathing

difficulty, chest pain, or another rapidly developing serious symptom. Do not wait for a

cryoglobulin result in an emergency.

Common questions

Can I drink coffee before the test?

If fasting is not required, coffee is usually allowed. If your laboratory requests fasting, have only

plain water unless its instructions say otherwise.
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Does the time of day matter?

Usually not. Correct warm handling of the sample matters much more than the collection time.

Can I exercise beforehand?

Normal activity is unlikely to change the result directly. Avoid unusually strenuous exercise if it

worsens your symptoms or if you have been given different instructions.

Why does the result take several days?

Some cryoglobulins precipitate slowly. Laboratories may keep the serum cold for up to several

days before deciding that no precipitate is visible.

Can cold weather change my result?

Cold exposure can trigger symptoms in some people, but it is not needed for the test. The

crucial issue is preventing the blood sample from cooling before serum separation.

Should I stop my medicines first?

No. Some treatments can lower cryoglobulin levels, but stopping them may be unsafe. Tell

your healthcare professional and the laboratory what you take.
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