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Could antibodies be the key to disease resilience?

An individual can produce > 1e12 antibody variants to enable protection against foreign 
pathogens 
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In some instances, autoantibodies are also produced
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Drug discovery based on disease resilience
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Our anti-CD33 antibody was discovered in individuals with 
Alzheimer’s Disease risk factors

EPAD consortium: preclinical stage, normal pTau
100-plus cohort: advanced age, no MMSE decline

EPAD: European Prevention of Alzheimer’s Dementia

Lead antibody ATLX-1088 discovered in the 
100-plus cohort
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CD33 is an inhibitory receptor which impairs microglial function 
in AD
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Phagocytosis of toxic proteins by microglia is an important function suppressed by CD33 signalling

ATLX-1088 increases phagocytosis of beta amyloid; other CD33 mAbs do not

CD33 inhibitor ATLX-1088 causes a significant increase in 
phagocytosis in human iPSC microglia 
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ATLX-1088 binds at the Sialoglycan epitope and is likely to compete 
for the ligand binding site
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ATLX-1088 is non-internalizing, with improved pharmacokinetics

CD33 depletion on human monocytes (5 hrs) PK in HuCD33 transgenic mice
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Effects of ATLX-1088 in an iPSC Tri-culture model: Reversal of 
astrogliosis and inflammation
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Conclusion: CD33 antagonist ATLX-1088 is an attractive approach 
for microglial modulation
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