Design of a deimmunized EndoS for IgG-mediated diseases
using the ADAX platform
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Background ADAX Platform

> EndosS is a bacterial enzyme [ . CD22L mediated B cell inhibition Drug-specific
that deglycosylates IgG, e R N ¢ T A e eogic & & Coz2Lconugated S cell suppression
eliminating FcyR-mediated [ W _ ¥ Y, Q‘img'c Non-reactive 4 CD22L-biologic
ADCC and ADCP, and C1g- _ [eoma, 31 14 omoe Endos B cell B cell '
mediated CDC. Fe < -V o022 Sgglocert é ' b Y 4
» EndoS has prOmiSing - Trastoy B et al. Nature Comm. 9(1874). 2018. Anti-drug
. . . o . . B aal
therapeutic potential for antibody-driven autoimmune diseases. No CD22 recruitment CD22 co-engagement F;f
» Being a foreign bacterial enzyme, EndoS is expected to be highly immunogenic l *
in humans, potentially limiting dosing, efficacy and safety. B cell activation, B cell inhibition
differentiation No ADA Only anti-drug reactive B cells are
> A half-life extended EndoS was engineered with cysteine mutations for site- ADA production eliminated
specific conjugation of CD2.2 Ilgands. (CD22L) to |nh|b|t§lrug-spe0|flc B-cell CD22L conjugation to an immunogenic biologic drug aims to eliminate or
responses and prevent anti-drug antibody (ADA) formation. orevent the proliferation of drug-reactive B cells.
Results
9CEndoS-VHH-CD22L.: A half-life extended, Engineered 9CEndoS maintains WT activity
Site-speCific Conjugated Endos human human human human Deglycosylation assay
j lgG1l lgG2 1gG3 lgG4 1500000
EndoS with 8 ( ~ Active site = M\N?tive\Cg EndSSl- + ; - - ‘- - .- + |
engineered % D233, E235 ALK C-terminal WT Endos{ L 8 | coomesse e 1000000~ -~ WT EndoS
cysteine > 5/’\$“ A Albumin s @» w == |Lectinblot E = 9CEndoS-CD22L
mutations 2P0 5 « binding - 500000-
VHH Wlth 1 Coomassie gel
cysteine 9CEndos - | | | .
> Engineered cysteine mutation _ e 107 o’ 107 o

: : : EndoS Conc. (pM)
sites for conjugation

distributed throughout » Addition of cysteine mutations and conjugation of CD22 ligands does not

perturb the deglycosylation activity as measured by WB and ELISA
9CENndoS-VHH-CD22L effectively suppresses ADA response in C57BL/6 hFcRn Kl mice
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9CEndoS-VHH-CD22L shows efficacy in 9CEndoS-VHH-CD22L has reduced immunogenicity
CAIA and ITP mouse models in Cynomolgus monkeys
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» EndoS inhibited arthritis development similar to dex positive treatment control
iIn CAIA model and rescued platelets better than IVIG control in ITP model
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Conclusion

» Using the ADAX platform, 9CEndoS-VHH conjugated with proprietary CD22Ls is less immunogenic in mice and non-human primates with reduced anti-drug
antibody formation, prolonged exposure, and more sustained IgG inactivation

» 1gG deglycosylation with 9CEndoS-VHH-CD22L effectively disables pathogenic autoantibodies in arthritis and ITP mouse models, showing potential in IgG driven
autoimmune diseases

» Further lead optimization in progress
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