Understanding Cold
Agglutinin Disease

A Guide for Patients,
Families, and Caregivers




First Things First: A
Diagnosis Is Not a Crisis

Seeing the words ‘cold’ and ‘agglutinin’ on a lab
report can be unsettling. However, it's important to
know that Cold Agglutinin Disease (CAD) often
follows a slow, predictable course.

The goal of care is to understand the condition,
recognize when it matters clinically, and avoid
unnecessary worry and interventions.

“Many
people

never need

treatment
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Your Concerns and the Clinical Reality
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A Common Worry The Usual Reality
e My blood is fragile and any cold e The body often adapts well, and
exposure is dangerous. brief cold exposure is generally well
* The condition will suddenly get tolerated.
much worse. e Long periods of stability are
 This is an aggressive, fast-moving COMMIOL).
disease. e CAD is often a slow-growing, long-

lasting condition.
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What Is Cold Agglutinin Disease? @

CAD is a type of autoimmune hemolytic anemia.
e Autoimmune: The body's own immune system makes antibodies
that can attach to red blood cells.
e Hemolytic Anemia: This attachment can shorten the lifespan of red
blood cells, sometimes leading to anemia (a low red blood cell
count).

The antibodies in CAD become active at cooler temperatures, typically in
the fingers, toes, ears, or nose.

&1 NotebookLM



Understanding the Terminology Is Key

Cold Agglutinins

The name of the
antibodies. Having
these alone is not the
same as having the
disease. Many people
have them without any
iIssue.

Cold Agglutinin
Disease (Primary CAD)

This means the
antibodies are actually
causing symptoms or
anemia. This is the main
focus of this guide.

Cold Agglutinin
Syndrome (Secondary
CAD)

This refers to similar
antibodies that appear
because of another
condition, like an
infection or an
underlying immune
disorder.
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Why It Happens: The Immune System’s Role

The immune system produces specific antibodies (most often the IgM type) that
recognize red blood cells at lower temperatures.

[gM antibodies bind to This can activate a As blood circulates back to
red blood cells in cooler normal immune process warmer areas, complement
parts of the body. called complement. may shorten the lifespan of

the red blood cells.

Where do the antibodies come from?

In many people, they are made by a small, slow-growing group of immune cells in the bone marrow.
Doctors may call this a “low-grade lymphoproliferative process.” This does not mean an aggressive cancer,
and many people remain stable for years.
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A Condition of Thresholds, Not Constant Danger

Core Body Temperature: Calm Zone

Antibodies are inactive.

Extremities / Cold Exposure: Active Zone

Antibodies can attach to red blood cells.

This is why symptoms are often linked to cold exposure and why they can
fluctuate. The immune system’s behavior changes with temperature.
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What Symptoms Can Occur?

Some people have no symptoms at all. When they do occur, they usually fall into
two groups and may worsen temporarily during infections or cold weather.

Anemia-Related %’é Cold-Triggered
Symptoms Circulation Symptoms
e Fatigue or low energy
{ e Temporary pale or bluish color

e Shortness of breath with exertion B
changes in fingers or toes

e Pale or yellowish skin (jaundice) N b e R

e Dark (tea- or cola-colored) urine fingers or toes when exposed to
during periods of increased cold
breakdown
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Putting the Risk into Perspective

For most people, Cold Agglutinin Disease
Is not Immediately dangerous. Severe
complications are uncommon.

The condition becomes more concerning when:

e Anemia becomes significant enough to cause symptoms.

T e Red blood cell breakdown increases rapidly.
e Symptoms begin to interfere with daily life.
e Anemia worsens during infections or around medical procedures.

Many people are monitored safely for long periods without active treatment. Some may
occasionally develop anemia severe enough to require a transfusion.
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How Your Doctor Evaluates and
Monitors Your Condition

The evaluation focuses on confirming the diagnosis and
understanding how active the condition is.

Common Tests
A bone marrow biopsy is not
required for everyone. It is only

<, * Markers of red blood cell breakdown recommended in selected
situations.

Your doctor pays close attention to

trends over time, not just a single
=| e Evaluation to rule out other related lab result.

Causes

() e Blood counts (to assess anemia)

g e Tests to detect cold agglutinins or
complement activity
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The First Step in Treatment Is Often Observation

Many people do not need treatment.
Treatment decisions depend on
symptoms, anemia severity, and how
active the disease is.

What is Observation?

[t means regular follow-up appointments and blood work to monitor for changes.

[t does not mean ignoring the condition; it is an active management plan.
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When Treatment Is Needed,
Modern Options Are Available

Treatment for CAD has advanced significantly in recent years. Decisions are always
individualized and made carefully with your healthcare team.

Therapies that reduce antibody Newer treatments that block complement
production (Anti-complement therapy)
These treatments target the 5 These therapies interrupt the
G immune cells in the bone > immune pathway responsible
OQ marrow that create the cold © ? / for red blood cell breakdown
@ agglutinins. In many patients.

Supportive measures, such as avoiding prolonged cold exposure and treating infections promptly,
remain important for everyone.
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Living Well with CAD:
Daily Life and Self-Care

Most people can live normal lives with Cold Agglutinin Disease.

* Dress warmly in cold environments.
* Protect hands and feet in winter with gloves, socks, and warm footwear.
 Avoid very cold drinks if they seem to trigger symptoms.

Brief cold exposure, such as moving between buildings or walking from a car, is
generally well tolerated.

Always let healthcare providers know about your condition before any
surgery or medical procedure so appropriate precautions can be taken.
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When You Should Contact Your Doctor

You should contact your healthcare team if you notice new or worsening symptoms.
These issues usually develop gradually and often prompt a reassessment of your plan
rather than emergency treatment.

Worsening fatigue or shortness of breath
New or worsening yellowing of the skin or eyes (jaundice)
Dark urine that persists for more than a day or two

Any symptoms that begin to interfere with your daily activities

NN N8

New concerns that arise during an infection or after significant cold exposure
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The Road Ahead: Key Points to Remember

e CAD is a condition of context and thresholds, not constant
danger.

e Many people have no symptoms and never need
treatment.

e Monitoring (‘observation’) is a common and effective
management plan.

e When needed, modern and effective treatments are
available.

e Long periods of stability are common, and most people have
a good longterm outlook with appropriate monitoring.
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