SIM1811-03 in participants with advanced solid tumor and cutaneous T cell lymphomas : preliminary results from an on-going
first-in-human phase | trial in China
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BACKGROUND

Tumor necrosis factor receptor-2(TNFR2) drives immune escape
and tumor proliferation, and is highly expressed on tumor cells,
immunosuppressive cells in the tumor microenvironment, including
regulatory T cells (Tregs) and myeloid-derived suppressor cells
(MDSCs). SIM1811-03 is a humanized 1gG1 monoclonal antibody
that targeting TNFR2,which demonstrated antitumor activity in
preclinical models as single agent. SIM1811-03 is being evaluated
in the First-in-Human study in patients with advanced solid tumors
and cutaneous T-cell lymphoma (CTCL), here we report the data
based on Chinese population

METHODS
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As of April 18, 2023, 22 patients in dose escalation part received
SIM1811-03 monotherapy at doses of 0.5 mg/kg (n=3), 1.5 mg/kg
(n=4), 5 mg/kg (n=4), 15 mg/kg (n=4), 25 mg/kg (n=4) Q2W and 40
mg/kg Q3W (n=3). Median age was 51 years (range: 30-68) (Table 1).
No dose-limiting toxicity (DLT) was observed and the MTD was

not reached. Majority of adverse events were Grade 1 or 2.There
were two subjects with Grade 3/4 treatment-related adverse event
(TRAE). Two patients experienced treatment-related serious adverse
event (SAE), one had peripheral edema and the other platelet count
increase (Table 2,Table3 )

Table 1: Demographic and baseline characteristics
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After SIM1811-03 infusion,

« At doses from 0.5 to 15 mg/kg, the drug concentrations decreased
rapidly and the PK profile showed a target-mediated drug
disposition (TMDD) property (Figure 2);

« At the doses >15 mg/kg, the drug exposure were dose-

proportional (Figure 2);

The terminal elimination half-life was approximately 12 days at
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A slight accumulation of SIM1811-03 exposure (1.28 to 2.14 folds) i

was observed on Cycle 3.
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Figure 3. TNFR2 Receptor Occupancy in CD14+ and CD16+ Cells of Peripheral
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Figure1:Study design
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0 patient experienced a grade 5 TRAE

EAE leading to interruption: 1 Infusion related reaction,1 Oedema peripheral, 1 Platelet count increased, 4 COVID-19 (Not
elated to SIM1811-03)

oth in Grade 23 TRAE and Serious TRAE: Edema peripheral, anemia and platelet count increased

Table 3: TRAEs Occurring in >10% Patients by Grade (Treatment Related to
SIM1811-03): Pooled 6 dose cohorts
AE by PTn,%

Total(N = 22)n(%)

explored and the MTD was not reached. The preliminary PK and
PD results supported 40mg/kg every 3-week to be selected as the
recommended dose for expansion and for combinations with PD(L)-
1 inhibitors. Clinical trial information: NCT05781386

trend and showed excellent correlation with the dose levels of
SIM1811-03. The TNFR2 RO in peripheral blood was almost
saturated (>95% RO) at dose levels of 15 mg/kg and above after
multiple doses (Figures 3 and 4).
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