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Introduction

Anti-PD-1 treatment has become a backbone treatment in Recombinant Antibody formats

several cancers such as melanoma and lung carcinoma. Heavy chain + Light

Adding new drugs to PD-1 requires careful evaluation of chain coding plasmids

combination treatments in preclinical models to evaluate QW @ ® & @ < -
efficacy and tolerability. The syngeneic tumor model remains i B Isotype/Subtype/

to correctly assess both the PD-1 contribution and the added

one of the best ways of preclinical evaluation of combinations, S & species switching
as such evaluation requires fully immune competent animals e /

value or synergistic effect of new drugs in the combination. VH and VL sequence Reformatting Antibody
Anti mouse PD-1 such as RMP1.14, a rat IgG2a, is widely (Hybridoma sequencing (Fab, F(ab’)2, E— characterization

used in these models as an anti-PD-1 mAb surrogate for such or DNA synthesis ) bispecifics...)

studies. Although RMP1.14 demonstrated efficacy in several _ - o = > JW

models such as MC38 and CT26, it may not fully recapitulate Fc engineering:
the use of blocking mAb in humans as it may be immunogenic Fc Silent, ADCC enhanced, oo
in mice and may retain some agonist activity due to its rat P3s1s
iIsotype. Here, we demonstrate that engineering this antibody
with a mice Fc silent backbone increases its activity in the

MC38 model.
(MQOS2). Its activity has been compared with the reference RMP1.14 clone from BioXcell (a-mPD1) by using a mouse syngeneic model (MC38=colon adenocarcinoma cells).

_-S239D / I332E HEK or
% N2970 CHO cells

| — —
S _ —
SR
—
——
LK
-
s

In vivo study of “reformatted”anti-PD-1 surrogate: Dose effect of Fc silent (MOS2-mPD-1) and Rat anti mouse PD-1 (a-mPD-1) via IV injection

In preclinical studies, the widely used anti-mouse PD-1 surrogate (clone RMP1.14) has demonstrated a good anti-tumor activity in syngeneic models. This antibody, which is a rat 1gG2a antibody, has been here reformatted into a mouse Fc-silent IgG1 format

Methods
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Mouse Fc engineered surrogates have a significantly different

Figure 6: Mouse survival follow-up.

Figure 8: Comparison of complete response rates.
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