








Figure 4

(A) Receptor occupancy (RO) following multiple doses of ivonescimab. (B) Percentage change from baseline in serum

free VEGF level following multiple doses of ivonescimab. Visit days are presented on the x-axis, percentage of RO on the y-axis
in (A), percentage change from baseline in serum free VEGF on the Y axis in (B), data represent the mean+SD for each dose

cohort. VEGF, vascular endothelial growth factor.

CRC has shown resistance to anti-PD-1 treatment,21 2

and immunotherapy-based combination therapies are
being explored. In a randomized clinical trial, patients
with MSS CRC could benefit more from the addition of
atezolizumab to capecitabine and bevacizumab therapy.”
In our study, an ORR of 11.1% is encouraging in MSS/
pPMMR CRC patients treated with ivonescimab mono-
therapy. Identifying the subtypes of MSS CRC patients
who can benefit from the combination of immunotherapy

and anti-VEGF therapy is an important direction to be
explored in further studies.

The combination of pembrolizumab and lenvatinib
has emerged as an effective treatment in patients with
metastatic endometrial cancer. KEYNOTE 775 random-
ized patients with pretreated endometrial cancer to
either pembrolizumab and lenvatinib or chemotherapy
and led to prolonged survival with the combination of
anti-PD-1 and VEGF therapy, however, AEs of grade >3
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occurred in 88.9% of the patients who received combi-
nation therapy.24 A single-arm, phase 1b/2 trial had
demonstrated a high ORR of 38% in previously treated
endometrial cancer patients who received lenvatinib plus
pembrolizumab, but the incidence of grade 3/4 TRAEs
was 69.4% in the same population.”” The combination of
atezolizumab plus bevacizumab has also been investigated
in a phase II trial, among 57 patients with recurrent endo-
metrial cancer, the ORR reached 30% regardless of MMR
status, grade>3 TRAEs reported in 29% of patients, which
was lower than lenvatinib plus pembrolizumab.?® In our
study, among three patients with recurrent endometrial
cancer, all three cases demonstrated clinical meaningful
responses including 2 PR and 1 SD. Grade>3 TRAEs
occurred in 27.5% of all 51 patients. This encouraging
result suggests that ivonescimab has the potential to be a
viable treatment option for endometrial cancer.

Furthermore, our study demonstrated that patients
who had previously received bevacizumab or anti-PD-(L) 1
therapy, could still benefit from ivonescimab treatment,
evidenced by observed PR or prolonged SD, especially
in PROC, pMMR colorectal cancer, and NSCLC. Several
studies involving ivonescimab monotherapy or in combi-
nation with chemotherapy in various solid cancers are
ongoing (NCT04736823, NCT04900363, NCT04870177).
Four phase 3 studies in NSCLC have been initi-
ated (NCTO05184712, NCT05499390, NCT05899608,
NCT05840016). One limitation to this study was the lack
of biomarker analyses which was important to identify
correlations with treatment efficacy. The biomarker anal-
ysis will be performed in other studies.

In summary, ivonescimab demonstrated manageable
safety and tolerability profile. Preliminary efficacy data
showed encouraging efficacy signals in solid tumors
patients with heavily pretreated disease, including
patients who had progressed after prior ICI and anti-
VEGF therapy.
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