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Background: Enhanced actrvity of therapeutc IgG can be achieved by the modulation of Fc bnding 1o Foy receplors (FeyR) which consequently modulate the Fe-effector function tnggered upon crossinking of target and effector cells by these antibodies. Assessment

of therapeubc anbbodes’ pharmacodynamics in precinical models s challenging, as the FoyR differ between mice and human, a5 wedl as in their expressson pattem,
Humanzed FoyR (hFoyR) model features a human-hke expressson patiern, in which humanized FoyRI, FoyRIA, FoyRIIB, FoyRILA, FoyRIlIB are expressed and
hFcyR mece s consistent with thedr expression on human PBMC, with a few excepbions., Test of anbbody-dependent cell cytoloocity (ADCC) ex vwvo in NK cells showed that Ritwamab, an anti-hCD2X0 chemenc IgG1 with regu

replace thes mouse orithologs. We have previously reported that humanzed FoylR expressson pafiem in

lar Fe, induces highaer ADCC efficacy in NK

cells from hFcyR than in NK cells from WT mice. Obinutuzumab, which also targets hCD20, but features an opimized Fe portion to enhance binding to FeyREI, showed higher turnos cedl hysss than Rituamab n NK cedls from hFoyR mice, suggesting this model enables

the ranking of anbbodees(!),
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2. ADCC induced via Nkpdé and FeyRIll (CD16)
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2.2, Fe-engineered antibodies efficacy in an in vivo disseminated model
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2.3, In vivo B-cell depletion in hiFcyR mice

b e
T 1 Freguency of bl B ol in CO45"

E R - = T Bicead Toewr, Liver colieclem ————=  Cablq o Dhinied Spdei el Bigd il
S0 100 | g e L iendlimar

B b=
g [Liver ] [Sptern] L R S
! B o I a0 (migtds)
- B G X 0000 pgsT)
: BN Gr & w000 Erianced Py B (gl
+ il 0 o & el Erarded P B Rt
i £ G & a-COCD P Shereid PG}
# -
irFrid iR 1 24 NS -
i | .'l .--
Day 7 -i 1 .
|
Blocd ‘ D t...... 4@ 5 -ﬂ‘
e e m e --—l-—" -
- ] = m
Coierol Endusced Fe i1 Endumoed Fe Bl Fe silsmed

ZrAnita-C0R0 wath Fo Comgetant smvkices Bl despleticn
ZrAdila-L D0 wath erdhuanded FOGR Darkkng] e fagrehicant B-ooll de-pleticn i e,
apieen avd blood af day T
= Becell depletaon m dependonl on Larget binceng and Fe effectar functon (na depletion

2A. OVA-specific CD4 and CDE T-cell response in hFcyR mice
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Conclusion: The humanzed FoyR model s a new tool to investigate
eficacy of Fe-engineered molecules and 15 bemng improved 1o enable
lolerabdity to higls1 anbbodies, biodistnbubion in the bram, and test of
therapeutcs targeting human-specific immune checkpoints.,
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