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Programmed death-1 ligand-1 (PD-L1 or B7-H1) is a co-stimulatory molecule &

which is expressed at higher levels in tumor cells [1]. PD-L1 and its receptor 5’;\}?;”

PD-1 at the activated lymphocytes, play a critical role in T-cell regulation to mbnory
enhance immune-inhibitory activity, and therefore anti-tumor activity [1]. eytolines
PD-1/PD-L1 binding is able to enhance lymphocyte apoptosis (effector T cells)
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interleukin (IL)-2 and interferon gamma (IFN-Y) [1, 2]. Ysj";\-// .

Therefore, although overexpression of PD-L1 in tumor cells allows the use of
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this pathway as a mechanism to escape from immune response [1, 2]. This

PDL-1 pathway had been also proposed as a novel anti-tumor strategy, being Teny é?‘?
possible to block the PD-1/PD-L1 interaction by a targeted molecule in order O ook Y o
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to increase tumor specific T-cell response [1, 2]. e
Nowadays, the development of anti-PD-L1 monoclonal antibodies (mAbs) Nosis/ApoM \ | | N
arises as an effective approach for specific tumor immunotherapy [3], so that Necms's/A'”M

its pharmacokinetics and pharmacodynamics characterizations are essential.

Hence, the aim of this work was to develop a mAb targeted to PD-L1 PK/PD (OBinding —> Stimulus — Inhibition X Interruption 4 Antigen peptide == T cell receptor (TCR)
model able to characterize its anti-tumor effect based on different initial Major histocompatibility Programmed death ligand- _(Programmed death-1 __ == Anti-PD-L1 monoclonal
= complex (MHC) 1(PD-L1/B7-H1) receptor (PD-1/B7-1) “g= antibody (mAb)

tumor sizes (Ts).

Figure 1. Mechanism of tumor evasion from host immunity and anti-PD-L1 mAb strategy
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1. The body disposition of the anti-PD-L1 mAb (clone 10F.9.G2) was described by a mono-compartimental model
2. The tumor growth of a B16-OVA mouse model was described by the Hanhfeldt model. L J
3. The proliferation rate of B16-OVA cells was affected by the anti-PD-L1 mAb (clone 10F.9.G2) inducing a delay on [1] Li B, VanRoey M, Wang C, et al. Clin Cancer Res. 2009 Mar 1;15(5):1623-34.
SRR - [2] Dong H, Strome SE, Salomao DR, et al. Nat Med. 2002 Aug;8(8):793-800.
the tumor grOWth and that effect was dependent on the initial tumor size. [3] Iwai Y, Ishida M, Tanaka Y, et al. Proc Natl Acad Sci U S A. 2002 Sep 17;99(19):12293-7.
[4] Hahnfeldt P et al. Cancer Res 1999; 59(19):4770-5.
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