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e M6223 i BA had a manageable safety
profile.

o RDEs were 1600 mg Q2W and 2400 mg Q3W

for M6223 monotherapy, and

1600 mg M6223 + 1200 mg BA (both Q2wW)
for the combination; no MTD was identified.

e M6223 + BA showed a linear PK profile,
along with dose-dependent, saturated,

and prolonged TIGIT receptor occupancy.

” INTRODUCTION

TIGIT, an inhibitory receptor, is over-expressed
and upregulated on T cells, Tregs, and NK cells in
the TME, where it can directly inhibit their effector
function and proliferation.*-

As TIGIT and programmed cell death receptor 1
(PD-1) are co-expressed on T cells, dual inhibition of
both immune checkpoints may enhance antitumor
activity.** TGF-B modulates immune responses in
the TME and is linked to immune evasion and ICI
resistance.

M6223 is an IV-administered, human, antagonistic,
IgG1 anti-TIGIT antibody with an Fc-mediated
effector region.®

BA is an IV-administered, first-in-class, bifunctional
fusion protein that simultaneously blocks two
nonredundant immunosuppressive pathways, namely
TGF-B and PD-L1.7

This Phase I, first-in-human, open-label, multicenter
study (NCT04457778) in patients with advanced
solid tumors, assessed the safety, tolerability,
maximum tolerated dose (MTD), and recommended
dose for expansion (RDE) of M6223 as monotherapy
(Part 1A) or in combination with BA (Part 1B).

'(O OBJECTIVES

Primary objectives:
Safety, tolerability, MTD, and RDE of M6223 + BA

Secondary and exploratory objectives:
Pharmacokinetics, pharmacodynamics, clinical activity,
and biomarkers of M6223 + BA

e Paired biopsy samples pointed to a trend of
anti-TIGIT MoA-related biological activity
in individual patients with robust baseline
expression of biomarkers, despite overal
predominantly “immune-excluded” tumors.

o Further evaluation of M6223 is ongoing
in combinati ith the PD-L1 inhibitor
avelumab in patients with advanced
urothelial carcinoma (JAVELIN Bladder
Medley; NCT05327530).

METHODS

Figure 1. Trial design and M6223 dose levels*
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Patients in the 900 mg and 1600 mg DLs
within the dashed lines in Part 1A were part of
the backill cohort and underwent mandatory
pre- and on-treatment biopsics (on day 15 for
Q2w and day 22 for Q3W); these were
optional for patients in other cohorts in both
Parts 1A and 18,
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Patients with locally advanced or metastatic solid tumors for whom
no effective standard therapy was available, aged >18 years with
ECOG PS of <1, were eligible.

Both M6223 and BA were IV-administered.
Dose levels (Figure 1) were recommended by the safety monitoring

committee, supported by a Bayesian 2-parameter logistic regression
model.

For determination of the MTD, posterior probabilities of DLTs were
estimated by a Bayesian 2-parameter logistic regression model; the
target toxicity of the model for MTD was 30%.

Objective response was investigator-assessed and graded according
to RECIST version 1.1.

RESULTS

At final analysis, 58 patients were treated: M6223 monotherapy
(Part 1A, n=40) and M6223 + BA (Part 1B, n=18). Patients were,
predominantly, White (Part 1A, 85%; Part 1B, 55.6%), <65 years of
age, with an ECOG PS of 1 (Suppl. Table S1).

Table 1. Safety overview

Median duration of therapy in Part 1A was 8.00 weeks
(range, 2.0-78.1); in Part 1B, this was 4.95 weeks (range, 2.0-86.1)
for M6223 and 4.00 weeks (range, 2.0-42.1) for BA.

. Part 1A: M6223 monotherapy (Q2W) (Q3w) Qé‘i""”* Part 1B: M6223 + BA (1200 mg)
n (%) ’ 10 mg 30mg | 100 mg | 300 mg | 900 mg | 1600 mg [ 2400 mg | 2400 mg | Total 300 mg | 900 mg [ 1600 mg| Total
n=3 | n=3 | n=9 | n=11 | n=4 n=8 n=40 n=7 | n=4 | n=7 n=18
TEAE
Any Grade [ 1 (100.0) [ 1 (100.0) [ 3 (100.0) [ 3 (100.0) | 9 (100.0) [11 (100.0)[ 3 (75.0) | 7 (87.5) | 38 (95.0) | 7 (100.0) | 4 (100.0) | 7 (100.0) |18 (100.0)
Grade >3 | 0 | 0 [ 1(33.3) | 1(33.3) | 4(44.4) | 4(36.4) | 2(50.0) | 2(25.0) |14 (35.0) | 5(71.4) | 4(100.0) | 5(71.4) | 14 (77.8)
TRAE
Any Grade [1(100.0)° | 0 [ 2(66.7)" | 2 (66.7)° | 7 (77.8)° | 6 (54.5) | 0 [ 1(12.5)° [19 (47.5)°] 6 (85.7)" | 1 (25.0)* | 4 (57.1)° [ 11 (61.1)
Grade 23 | 0 | 0 [1(333) | 0 [Tty 0 | 0 | 0 [ 2(5.00° [ 1(14.3)° | 1(25.0° | 2 (28.6)* | 4 (22.2)°

“TRAES related to M6223; "TRAES related to both M6223 and BA.

DLT: Two DLTs were reported: adrenal insufficiency (Part 1A, 900 mg)
and anemia (Part 1B, 300 mg; unrelated to M6223); both were Grade 3.

Most frequently (220%) reported TEAEs were fatigue (n=9, 22.5%)
and nausea (n=8, 20.0%) in Part 1A, and anemia (n=7, 38.9%), fatigue,
and maculo-papular rash (n=6 each, 33.3%) in Part 1B. Anemia was the
most common Grade >3 TEAE in both Part 1A (n=3, 7.5%) and

Part 1B (n=6, 33.3%).

No TEAEs led to permanent discontinuation of M6223 in Part 1B. AEs
leading to treatment interruptions were seen in 6 patients in Part 1A
and in 10 patients in Part 1B.

Figure 2. Swimmer plot detailing time on-treatment and
response to treatment

Individual patients
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Figure 4. Pharmacodynamic assessment of M6223 + BA
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No patient achieved an objective response; stable disease
(=28 weeks) was observed in 1 (2.5%) patient in Part 1A and
in 3 (16.7%) patients in Part 1B (Figure 2).

Overall, median OS and PFS were 7.6 months (95% CI: 4.9, 12.0),
and 1.4 months (95% CI: 1.3, 1.8) respectively,
(Suppl. Figure 1A, 1B).

TEAEs, TRAEs, and SAEs are described in Suppl. Text and in
Suppl. Tables S2-S4.

Deaths: In Part 1A, no M6223-related TEAE led to death. In Part 1B,
3 patients (16.7%) died within 30 days after the last dose; of these,
only 1 was considered related to both M6223 and BA, others were
due to progressive disease (n=2).

RDE and MTD: RDEs were 1600 mg Q2W or 2400 mg Q3W for

Part 1A, and 1600 mg + 1200 mg Q2W for Part 1B. No MTD was
identified.

Figure 3. Dose-proportional serum PK profile of M6223 in
Part 1A (Cycle 1)
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Linear PK was observed for M6223 at 100-2400 mg Q2W and

2400 mg Q3W (Figure 3); co-administration with BA did not

change the PK profile (Suppl. Figure 2).

Half-life for the two monotherapy RDEs of 1600 mg Q2W and

2400 mg Q3W were 9.0 and 14.6 days, respectively, with moderate
accumulation at selected RDEs. Difference in half-life is attributed
to longer sampling time in Q3W.
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patients (Figure 4C).
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Trend of decrease in TIGIT expression and Tregs, and increase in CD226 levels,
were observed upon treatment (post-baseline) in paired tumor biopsies in some
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