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Background

Cold Agglutinin Disease (CAD) is a rare form of auto-

immune hemolytic anemia, caused by Igm secreting

lymphomas such as Waldenstrém macroglobulinemia
(WM), IgM MGUS or CAD-LPD,

In CAD, IgM antibodies rea
Cause agglutination and d
(hemolysis),

Ct at low temperatures and
estruction of red blood cells

This results in ane

mia and cold-induced symptoms
(CIPS), such as pai

n and discoloration in acral areas.

Treatment of CAD includes supportive care (“keep
warm”). Some patients require therapy that is directed
at the malignant cells:
o Rituximab: efficient in some patients (£50%), but
with short effect duration (<1 year).
o Chemotherapy: higher efficacy, but accompanied
by more side effects.
o Sutimlimab: shows promising results on hemolytic
anemia, but do not improve CIPS.

nib, a selective Bruton’s tyrosine kinase
ﬁ\.hmami), is shown to be effective in WM, in
patients with and without MYD88 mutation (ASPEN trial).
Due to similarities between CAD and WM, we hypothesize
that zanubrutinib could also be effective in CAD.

Retrospective data have already shown that ibrutinib, a
similar but less selective BTKi, can be effective for CAD.

Aim
To evaluate the effect of zanubrutinib
treatment in patients with CAD, on

hemolytic anemia as well as CIPS
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Method

Investigator initiated phase || trial, trial management
by HOVON, funding by BeiGene.

Key i fon cri

* Active CAD

* Clonal B-cell lymphoproliferative disorder: M-protein

or malignant B-cell lymphoproliferation in bone
marrow

* Treatment indication: Hb s 10.5 g/dL or considerable
CiPs

* Secondary CA to infections, rheumatological disorders,
or chronic lymphocytic leukemia

* Extramedullary (outside the bone marrow) disease

* Previous treatment with BTK inhibitors

13

25 patients - 9 hospitals - 4 countries

Outcome measurements
# CAD response after 6 cycles, based on: 6‘

o Signs of anemia or hemolysis ﬂ
o CIPS s
o Transfusion dependence Ve

o Hematological progression
< Time to response & time to best response
% Progression free survival & overall survival
< Hematological response, based on IgM levels
< Safety and tolerability
® Effect on patient-reported outcomes:

o Fatigue

o Quality of life
o CIPS
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