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The Driver

CAD is fundamentally a
complement-driven hemolytic
disorder. While IgM initiates the
process, the Classical Pathway
determines disease expression.

The Kinetics

Sutimlimab provides rapid control
of hemolysis (days to weeks) in
both transfusion-dependent and
non-transfusion-dependent
patients.

Executive Summary: The Logic of Complement Inhibition

The Precision

Effective management requires
blocking the cascade proximally
(at C1s). Terminal inhibition (C5)
is mechanistically mismatched
to extravascular hemolysis.

The Approach

A strategy of ‘Disease Control,’
not ‘Cure.’ It suppresses the
effector mechanism without
modifying the underlying clone,
necessitating continuous therapy.



CAD is Not Primarily an Antibody Problem

The Spark
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The Source (IgM Clone)

Initiates the process but does not

directly destroy.

The Fire

The Effector (Complement Cascade)

Determines the clinical phenotype:
Hemolysis, Anemia, Fatigue.

Insight: Complement-directed therapy is not a workaround, it is the most
biologically direct way to interrupt active disease expression.




The Classical Pathway Drives Disease Expression
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Therapeutic Logic: Proximal vs. Terminal Inhibition
Where the pathway is blocked matters more than how much is inhibited.

Proximal Inhibition (C1s/Sutimlimab) Terminal Inhibition (C5/Eculizumab)
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Terminal blockade fails to prevent C3 deposition or extravascular hemolysis.



Sutimlimab: Selective C1s Inhibition

 Molecule: Humanized monoclonal

antibody targeting C1s serine protease. Clq

« Mechanism: Prevents cleavage of C4
and C3 following IgM binding.

e Outcome: Interrupts C3-mediated

opsonization and halts extravascular Clq
extravascular hemolysis.
» Selectivity: Preserves Alternative % %
and Lectin pathways (maintaining "
immune surveillance). CL C3

Sutimlimab blocks Cis cleavage of C4.



Evidence in Non-Transfusion-Dependent CAD (CADENZA)
Randomized, Placebo-Controlled | N=42 | 26 Weeks

Primary Composite Endpoint Met FACIT-Fatigue Score Improvement

Sutimlimab 73% +10.8 (Sutimlimab)

Placebo OR 15.9; NNT 2

15% +1.9 (Placebo)

Blood 2022 Sep 1;140(9):980



Evidence in Transfusion-Dependent CAD (CARDINAL)
Single-Arm Open Label | N=24 | High Disease Burden

Hemoglobin Response

Rise 21 g/dL
(83%)

N |

/1%

Transfusion-Free
(Weeks 5-26)

Rise > 2 g/dL

(62%)

Fatigue Improvement:
Mean FACIT-Fatigue score
increase of +10.9 points.

L4 & L 3 |

N Engl J Med 2021 Apr 8;384(14):1323




Rapid and Predictable Disease Control

Hemolysis Markers
(Bilirubin) (mg/dL)

2.0- Symptom improvement
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laboratory normalization.
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Unlike clone-directed therapies which are slow and variable, complement

inhibition produces rapid effects correlating with pathway blockade.
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Safety Profile & Long-Term Management

Safety Signal The Chronic Mindset
. /
Infection Vigilance Continuous Therapy
Risk of encapsulated bacterial infections. Therapy is maintenance, not distinct
Vaccination required. Generally lower courses. Stopping leads to rapid relapse.
infectious risk profile than terminal
complement blockade. Warning:
: Hemolysis typically resumes upon
Common AEs: : ;
. Headache, Hypertension, Rhinitis (wash-out effect). Monitor closely if
At cyant;sis ' ' discontinuation is necessary.

N Engl J Med 2021 Apr 8;384(14):1323



Patient Selection: Who Benefits Most?

% . : Transfusion
).. Active Hemolysis [@. Dependence
Driving anemia or Or history of recent
symptoms. transfusions.

@ Chemo-Ineligible

Contraindications to
chemo-immunotherapy.

%‘ Severe Fatigue

Impacting quality
of life.

Clinical Pearl: Treatment decisions should be guided by clinical impact and

disease trajectory, not by antibody titers or clone size.



Strategic Distinction: Control vs. Cure

.‘ Complement-Directed Therapy

Disease Control

'é’ Clone-Directed Therapy

Disease Modification

Can we stop hemolysis now?

Can we eliminate antibody production?

Mechanism: Suppresses the Effector

*—XA+ »

C3b/C5

Mechanism: Suppresses the Source (Clone)

¢
IgM

B-cell

@ Maintenance Strategy

é:p Role: Remission Strategy

These strategies are not interchangeable. Complement inhibition does not suppress

the pathogenic IgM clone or induce durable remission after discontinuation.



Guideline Consensus & Recommendations

Sources: BSH, European Consensus, ASH Education Program
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Rapid Control

Use when immediate
suppression of
hemolysis is required.
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Management

Position as disease
control; anticipate
relapse if interrupted.

Mechanism-First

Prioritize proximal
Cls targeting over
terminal blockade.

“Avoid reflexive escalation to toxic therapies when disease is stable

on complement inhibition.”



The Role of Complement Inhibition

It is the most effective tool for
suppressing active hemolysis
in CAD.

It is a tool of Control, not Cure.

Mastery lies in aligning the therapy with the patient’s
immediate clinical needs: silencing the biological
effector to restore quality of life.
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