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Circulating Immune Cell Profile

o Cami treatment-related modulations of immune cells were observed within each treatment cycle
for all dose levels for monotherapy and combination treatment.

» Camitherapy significantly decreased T, FoxP3+ cells across treatment cycles, especially during cycle 2
(Figure 3A).
— Circulating T, cells exhibited temporal changes, initially increasing across cycle 2, which may be
attributable to an overall immune stimulation affecting all lymphocytes, followed by a decrease
in T, cells that ultimately led to a signiticant decrease in T cells across the treatment cycle.

o Across all dose levels for monotherapy and combination treatment, a limited effect of Cami
treatment on CD8+ cells was observed across treatment cycles (Figure 3B).

o The CD8-to-T , FoxP3+ ratio was significantly increased across treatment cycles (Figure 3C) and
appeared to be driven by the decrease in T__ cells.

o Modulation of sCD25 was apparent in both Cami monotherapy and Cami + PEM combination arms
(Figure 3D). Relative to monotherapy, levels of free sCD25 were significantly decreased by Cami + PEM
combination treatment in cycle 1, whereas levels of free sCD25 were significantly increased by cycle 2. -

— The uniform initial decline in sCD25 at the 4-hour time point are thought to be due to the direct
drug effect of Cami in circulation.

PK and Biomarker Analyses

» Blood samples for PK and biomarker analyses were collected pre-dose and 4, 48, 96, 168, and
336 hours post-dose from the start of infusion in cycles 1-4 and then at pre-dose for subsequent
cycles (Table 1).

— Additionally, during cycles 1 and 2, blood samples for PK analyses were collected at the end of infusion.

o Cami conjugated antibody (cAb) and total antibody (tAb) moieties in serum were quantified
using validated electrochemiluminescence assays; SG3199 was quantified via tandem liquid
chromatography (LC)/mass spectrometry (MS)-MS.

INTRODUCTION

» Regulatory T cells (T ..) promote the establishment and progression of tumors in pre-clinical models, and
nigh tumor infiltration by T cells with a low ratio of effector T cells (T ) to T, may contribute to poor
Drognosis in patients with solid tumors.

» Pre-clinical studies have evaluated blocking or depleting CD25+ T and demonstrated tumor growth
inhibition and improved survival.

o Camidanlumab tesirine (Cami) is an antibody-drug conjugate (ADC) comprising an anti-CD25 antibody
conjugated through a cleavable linker to a pyrrolobenzodiazepine (PBD) dimer. After internalization of

Cami by CD25+ tumor cells, the PBD dimer binds in the minor groove of DNA and creates interstrand o Soluble CD25 in serum was quantified using a qualified enzyme-linked immunoassay.
crosslinks, ultimately causing the tumor cells to undergo apoptosis (Figure 1A).2° o PK parameters assessed by noncompartmental analysis included maximum serum concentration
» Cami might also impart immunomodulatory effects to deplete CD25+ T, thereby modifying the effector  (C, ), area under the curve (AUC), clearance, volume of distribution, and apparent half-life.
T cells (T, )T, intra-tumoral balance (Figure 1B).* » Circulating immune cell counts in blood were assessed using flow cytometry for T
» There is potential for synergy between Cami and anti-PD-1 antibodies, such as pembrolizumab, which (FoxP3+CD25+CD127 ) as a fraction of absolute CDA+ cells; T, (CD8+ absolute); and a T T ratio.
are know to inhibit PD-1 and subsequently activate a CD8+ T cell-mediated response to kill cancer cells.#>
o Inthis phase 1b study (NCT03621982), the immune-mediated antitumor activity of Cami via the depletion of
CD25+T . inthe tumor microenvironment is being explored in patients with selected advanced solid tumors.

CONCLUSIONS

» PKexposure following treatment with Cami was dose-related, with varying
degrees of interpatient variability.

— There were no apparent differences in Cami clearance between monotherapy
and combination treatments.

o sCD25 appeared to be modulated during treatment, particularly with Cami
in combination with PEM, marked by an initial decline in sCD25 levels
followed by a subsequent rebound, suggesting potential compensatory
immune involvement.

Cami treatment modulation of immune cell populations was observeo
within cycle for all doses and conditions.

Table 1. Schedule of PK assessments

C3 onwards

Day » The fixed effect of Cami treatment by cycle 3 on CD8+ T cells appears limited.

Figure 1A. Mechanism of action of camidanlumab tesirine
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Figure 1B. Effect of camidanlumab tesirine on immune cells in the tumor microenvironment
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Statistical Analysis

o Statistical assessments of the cell count and sCD25 data were performed using a linear mixed-
effects model (maximum likelihood method) for biomarker effect models with cAb cycle T AUC,
treatment (monotherapy vs. PEM combination), and treatment cycle as fixed effects; random
effects included intercepts for visits, patients, and the slope for cAb AUC during cycle 1.

— The dose effect was not evaluated due to the confounding with the cAb cycle T AUC parameter.
o The following equations were used to describe the null and full models:
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