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The Clinical Bottom Line: Mechanism, Modality, and Expectations

The Core Argument Clinical Reality
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The Biological Target: An Indolent B-Cell Clone
THERAPEUTIC TARGET

Indolent B-Cell Clone
(K-restricted)

Secondary
Hemolysis

Clinical Implication: Because the root cause is lymphoproliferative, therapy must target this specific
B-cell population, not just the downstream symptoms. Primary CAD is defined by this underlying clone,
distinct from aggressive lymphoma.



Strategic Intent: Targeting Disease Origin vs. Expression

Primary Objective: Suppress or Eradicate

B-Cell Clone
DISEASE ORIGIN

Goal

Suppress the B-cell clone to
reduce pathogenic IgM
production.
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Pathogenic Complement
IgM Activation

Desired Outcomes

Reduce complement activation,
improve hemolysis, and prolong
treatment-free intervals.

Crucial Distinction

Targets the source of the problem,
fundamentally different from

targeting the downstream effector
mechanism (complement inhibition).



The Therapeutic Toolkit: Standard Rituximab-Based Regimens

Regimen Mechanism Profile Patient Selection

Rituximab \// Anti-CD20 Y Modestresponserates, Ideal for older/frail

M th \( monoclonal . limited durability patients unable to
ouoHissapy antibody (median ~11 months).  tolerate chemo.

g High response rates, Favored regimen for
RItUleab + ﬁﬁ Alkylatﬂr'baSEd mU'ti‘year remissions patients f|t fOI'

Fludarabine toxicity than routinely.

e Effective but historically
Rituximab + e Purine analog—based associated with higher ~ Used selectively rather
O (immunosuppression).

Regimens adapted from indolent B-cell lymphoproliferative protocols, not aggressive lymphoma paradigms.



Mismanagement Risks: What Not to Use in

Primary CAD

No
Myeloma
o Regimens
Proteasome inhibitors
and IMi1Ds are ineffective.
The underlying clone is a

B-cell disorder, not a
plasma cell neoplasm.

No
A Aggressive
Chemo

R-CHOP 1s inappropriate
overtreatment unless the
patient meets
independent criteria for
overt lymphoma.

No
Steroids

Corticosteroids generally
have limited efficacy in
CAD and are not
considered effective
clone-directed therapy.

Clinical Implication: Treatment is targeted suppression of an indolent
clone, not escalation along a hematologic malignancy ladder.




The Tempo of Response: A Marathon, Not a Sprint
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Durability and Disease Modification

The Promise

* Prolonged remission without
continuous drugs.

« Reduced dependence on
pharmacologic support.

The Reality Check

« Suppression is not permanent
eradication. Relapse is
common, and responses are
heterogeneous.

Rituximab
Monotherapy

Rituximab +
Bendamustine

Median Response Duration

~11 Months

> 5-7 Years
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Patient Selection: Matching the Profile to the Therapy

y N 4 ™
% Clinical Stability Preference P
Has stable disease where Prefers finite treatment
immediate emergency courses over
control is not required. chronic/continuous therapy.

\. J/ . J/
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2’ Fitness (#) Goal Alignment
Has acceptable tolerance Priorities align with long-

for immunosuppression term disease modification
(especially for rather than rapid crisis

combination regimens). management.
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Risks and Trade-Offs: The Cost of Modification

The

¢ Immunosuppression: Increased risk of
infection.

N

%) e Marrow Toxicity: Cytopenias

. T ; articularly with alkylator combinations).
Multi-year remission and finite (P y y )

treatment. G\ ¢ Delayed Benefit: Risk of deterioration
© while waiting for effect.

e Overtreatment: Risk of toxicity in mild,
indolent cases.

Clinical Decision: The choice reflects a balance between the depth
of clone suppression and acceptable toxicity.




Comparative Framework: Different Tools for Different Questions

Clone-Directed Therapy Complement-Directed Therapy
The Question: The Question:
Can we reduce antibody production over time? Can we stop hemolysis now?
Target: Target:
Disease Origin (The B-Cell Clone) Effector Mechanism (Hemolysis)
Nature: Nature:
Finite course, slow onset, potential for Chronic/continuous, rapid onset,
long remission. iImmediate control.

Summary: These are not substitutes; they address
fundamentally different clinical needs.



Sequencing and Combination Strategies

Strategy A: Bridge-to-Response Strategy B: Sequential / Risk-Based

Stable Clone-Directed
Disease Therapy

Rituximab-
Based
Therapy

Complement

Inhibition

Long-term
Modulation

Rapid Control

Bridge acute
phase to durable Acute Complement

suppression Exacerbation Inhibition




The Evidence Base: Key Prospective & Observational Data

Rituximab
Monotherapy

Dose: 375 mg/m? IV
& weekly x4

_~g Response: ~50-60%
overall response rate

EE Source: Berentsen et al.

(Blood 2010), Swiecicki
et al. (Blood Reviews
2013)

Rituximab +
Bendamustine

Outcome: Deep and
durable responses in
severe/refractory CAD

Status: Preferred for fit
¥ patients

Source: Berentsen et al.
=) (Blood 2017, 2020)

Rituximab +
Fludarabine

Outcome: High
response rates

Risk: Substantial

Immunosuppression/
infection risk

b{_’} Status: Use selectively

Data largely derived from non-randomized trials; no head-to-head randomized comparisons exist.




Guideline Consensus: When to Treat (and When to Wait)
Sources: British Society for Haematology (BSH), AIEOP, Expert Consensus

Indications for Treatment Contraindications

(Proceed) (Watch & Wait)

Symptomatic anemia Mild or asymptomatic disease
Fatigue alone (without

Transfusion dependence i .
P anemia/circulatory issues)

Treating the numbers’ rather
than symptoms

Severe cold-induced
circulatory symptoms

“Philosophy: Individualized decision-making; no ‘one size fits all.”



Clinical Algorithm: The Path to Decision

Is patient No _
symptomatic? ® Observation

Yes

Is immediate crisis Yes @ Complement
control needed? Inhibition
No

Rituximab
Monotherapy

Rituximab +

‘) 1 Bendamustine
@

Fit Assessment for Frail

Clone-Directed

Therapy: Fitness? O (Goal: Symptom

Management)

(Goal: Deep
Remission)

Mastery lies in matching the slow tempo of clone therapy to the right patient profile.



