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Background Results - Simulated receptor occupancy

Tobemstomig is a bispecific antibody targeting PD-1 and LAG-3, with a 10-20 fold higher affinity The main variable analyzed was the simulated receptor occupancy (RO) calculated with the
for PD-1 than for LAG-3, allowing a unique avidity-mediated selectivity gain and consequently a following expression CELLDb

preferential binding to tumor infiltrating lymphocytes (TILs) that co-express PD-1 and LAG-3. RO = ' 100 (%) (1)
Maximal blockade of both PD-1 and LAG-3 is required for the intended therapeutic effect. CELL

The key areas of analysis in this work include: in which CELLDb  represents the concentration of bound cells of a certain T cell phenotype at time

point t, while CELL_ denotes the initial concentration of the respective T cell phenotype.

Figure 4 illustrates the main outcomes of the simulation,
highlighting three key factors impacting RO

e |Investigating the dose-dependent targeting of T cells by
tobemstomig, accounting for tumoral cell density and
the molecule’s binding kinetics;

1. T cell phenotype
2. Level of tumor vascularization

e Determining the minimal dose required to achieve > 90% + 3. Individual patient characteristics
targeting of T cells expressing PD-1 and/or LAG-3. s
\ PGLALA-Fc / 1. The dose required to achieve a given RO increases from dP to sLAGS, reflecting tobemstomig’s
Figure 1: Schematic representation higher affinity for double positive cells compared to single positive cells;

of tobemstomig.

2. For a given dose range, tumors with low vascularization show a lower range of RO, indicating
limited drug delivery. In well-vascularized tumors scenario, a higher range of RO is simulated,
reflecting enhanced drug exposure, which underscores the value of assessing intratumoral PK;

Methods : Tumoral Cell DenSIty of PD-1and LAG-3 3. The interpatient variability observed in RO for a given dose and vascularization level is primarily

attributed to the previously estimated CL parameter. Higher CL rate leads to reduced drug

phenotypes, focusing on PD-1 and LAG-3 expression, as summarized in Table 1.

Table 1: Phenotypic markers of CD8+ T cells assessed in the analysis. 100
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patients. Figure 2 shows the distribution for the 0 | decrease to approximately 75%, depending on
three main indications in the patient populgtion: Figure 2: Estimated cell concentration, 1031072101 10° 10" 102 10% 10*| individual patient characteristics and tumor
melanoma, esophageal squamous cell carcinoma  colour-coded by the three main indications in Dose (mg) sl lavals
(ESCC), and non-small cell lung cancer (NSCLC). the patient population. Cell concentration is in 9 \\ %

log-scale.
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accounting for patient variability in PK § 50 : § 50 :
parameters - clearance (CL) and central volume Leaky C_D | C_D |
. ] . e Em— @) ()
(V1) - and tumoral cell density of PD-1 and tissue =4 | = |
LAG-3 expressing cells - Fig. 2 . Figure 3 is a § 25 : § 25 e 1
schematic representation of the implemented o H ! o '
o . Lymph Tumor vascular [«—— Plasma 1 B
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compartment. -~ space Figure 4: Simulated RO at different doses, with each dot representing an individual patient and
AR oinding colors indicating the distinct levels of tumor vascularization simulated. Results are shown at

Preclinical binding assay data were used to - Ctrough after 10 cycles of tobemstomig, administered every 3 weeks.
estimate the binding kinetic parameter (k.), l

which varies according to both the T cell
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phenotype and the receptor type (PD-1 or .

LAG-3), as represented in Figure 3. . L i L— P Conclusions

A range of tobemstomig doses (107 - 10% mg) " LAG; ‘&AVI . Simulatic?ns .provideo! in§ights into.RO and drug c.iis.tribution, driven by T-cell phenotype, tumor
was simulated over 10 cycles, with ko SLAG3 vascular.|z.at|on, and individual patient Characteorlstlcs.; |
administration every 3 weeks. Additionally, l_sLAG:s ~ sLAG3b  LAG3b dPb | e |[n the clinical d(c))se range pf 50-2100 mg, >90% RO is e.xpe.cted for dP and sPD1, while sLAG3
simulations assessed variations in intratumoral may drop to /5%, dgpendmg on clearance and vasculaﬂzatlon;. | |

concentrations of tobemstomig, reflecting e Inthe absen(?e of direct measurements of tumoral RO in thg clinic, measuring tumor.PK. c?ould
different levels of tumor vascularization, Figure 3: Schematic representation of the pe an effective approach .to Qstlmate drug exposure particularly in light of the significant
represented by parameter vasc. The scenarios  mPBPK model and the binding model. The 'b influence of tumor vascularization on RO.

explored tumoral interstitial concentrations at notation indicates the bound state of each References

5%, 20%, and 50% relative to plasma levels. T-cell phenotype. 1. Sender et al. Proc Natl Acad SciU S A. 2023 Oct 31;120(44):e2308511120

2. Lietal. Clin Pharmacol Ther. 2021 Jul;110(1):200-209



