Clinical Judgment and Therapeutic Strategy
in Cold Agglutinin Disease

Moving beyond algorithms: A framework for Disease Control vs. Disease Modification.

Based on the therapeutic framework by William Aird.




Biology is established, but intervention

IS contextual.

Cold Agglutinin Disease (CAD) is distinct
among hematologic disorders: effective
therapies exist, yet no single treatment
strategy is universally correct.

The Biology: Well-established.

Clonal B-cell disorder - Monoclonal
IgM - Classical Complement
Pathway - Predominantly
extravascular hemolysis.

The Clinical Reality: Inherently
uncertain. The “correct” sequence varies
by patient and moment.

“Understanding treatment
in CAD begins not with
drugs, but with goals.”



Two targets: The Source (Clone) and the Effector (Complement)
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While all therapies reduce disease burden, they target different points on this axis.
Modification targets the source; Control targets the mechanism.



The central error is choosing a therapy before

clarifying the goal.

Treatment is a choice between two distinct objectives. Neither is inherently superior.

Goal A: Disease Control

Goal B: Disease Modification

Focuses on suppressing the
expression of disease (stopping
active hemolysis).

l

Focuses on altering the source of
disease (reducing pathogenic
antibody production).



Strategy A: Control

Stopping hemolysis now.

Focus: Immediacy and Predictability.
Mechanism: Complement-directed
therapy (C1s inhibition).

Why it works: Interrupts the classical
pathway upstream of C3. Since this is the
dominant effector mechanism,
suppression produces rapid
iImprovements.

Trade-oft: Discontinuation leads to a
return of hemolysis. Acceptable when
the goal is urgent stabilization.
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When Control is the dominant priority.
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The Urgency Decision Matrix

Is hemolysis active and clinically consequential?

Is anemia worsening, symptomatic, or transfusion-dependent?

OO

3 s rapid stabilization required due to infection, surgery, or
physiologic stress?

Ideal Profile: High disease activity, fast tempo, or unstable status
where the cost of waiting is unacceptable.
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[_/\ Key Takeaway: Prioritizes immediacy over durability. ]




Strategy B: Modification

Changing the disease over time.

Focus: Durability and Remission.

Mechanism: Clone-directed
strategies (Rituximab-based
regimens).

Why it works: Suppresses or
eliminates the B-cell population
responsible for IgM production.

Trade-off: Effects are slower. Accepts
higher upfront immunosuppressive risk
for potential treatment-free intervals.
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When Modification is the dominant priority.
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The Stability Decision Matrix
d Can antibody production be reduced?
A Is the disease tempo slow enough to tolerate delayed benefit?
 Is a finite course of therapy preferred over ongoing treatment?
[ Can the patient tolerate immunosuppression?

Ideal Profile: Slower disease tempo, stable or modest hemolysis,
where long-term trajectory outweighs short-term urgency.



Observation is an active strategic choice.

Not all CAD requires immediate drug intervention.
Observation is “watchful restraint,” not neglect.

Target Patient:
e Mild anemia, limited symptoms, or stable S
disease trajectories. !
The Action Plan:

Strict cold avoidance

Trigger management

Supportive care

Periodic reassessment ﬂ




These are complementary tools, not competing dogmas.

In practice, the strategies overlap. The correct sequence evolves.
Patients often require both strategies at different times.

Transition Disease Modification.
| Reduce dependence on

Immediate Control.
Stabilize disease
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therapy.




Reassessment is part of the treatment architecture

Disease expression changes over time, as do patient priorities.

Longitudinal
Care

Re-
evaluate

Example: A patient with moderate anemia might initially choose observation, but later require active
control due to developing fatigue or cold intolerance. Reassessment is not indecision.



Navigating the complete framework

This deck serves as the strategic orientation. Detailed evidence resides in the companion essays.
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Mastery is Contextual.

“There is no single correct treatment
for cold agglutinin disease; there
is only a correct question for this
patient, at this moment.”

Success lies in recognizing whether the problem is
Success lies in recognizing whether the problem is one of control,
modification, or restraint, and revisiting that judgment as the patient evolves.



