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Background

Methods

• Insulin resistance & obesity are independent predictors of worse
survival in metastatic triple negative breast cancer (metTNBC) and
metabolic markers worsen during chemotherapy, including worsening
insulin resistance characterized by increases in Homeostatic Model of
Insulin Resistance (HOMA-IR).

• Methionine aminopeptidase 2 (MetAP2/p67) is an enzyme involved in
angiogenesis and regulation of metabolic hormones that is
overexpressed in breast cancer.

• In a phase I study of evexomostat, a MetAP2 inhibitor, 80% of
patients with advanced solid tumors had stable disease and
improvements in fasting insulin, adiponectin, and VEGF-C.

• This is a multicenter phase 2 randomized controlled trial of
evexomostat + eribulin (NCT05570253) including a single-arm
safety run-in phase. Key eligibility include metTNBC, baseline
HbA1c ≥5.5% and/or BMI ≥30, and ≤2 prior treatment lines in the
metastatic setting.

• The primary objective is to assess the efficacy of evexomostat on
insulin resistance in combination with standard of care eribulin in
metTNBC.

• In the safety run-in period, 15 patients received evexomostat 49
mg/m2 Q2 weeks + eribulin 1.4 mg/m2 on D1&8 of a 21-day
cycle. The safety threshold was defined as ³4/15 patients
experiencing serious adverse events (SAEs) not resolving within
14 days. Patients were considered evaluable for safety if they
received ³1 dose of evexomostat.

• The primary endpoint of the randomized phase is change in
HOMA-IR at 12 weeks. Secondary endpoints include objective
response rate (ORR) and safety and tolerability. Change in
HOMA-IR and other markers was analyzed using Wilcoxon
signed rank test.

• Here, we report results from the safety run-in phase and
exploratory biomarker changes.

Study Schema

Results

Conclusions

• Among the 15 patients in the safety run-in phase, 2/15 experienced SAEs,
both of which were grade 3 anemia.

• The most common any-grade AE was anemia (9/15, 60%). AEs of grade ³3
were reported in 11 patients; the most frequent grade ³3 AE was decreased
neutrophil count.

• Accordingly, the safety stopping rule was not triggered and the trial advanced
to the randomization phase.

• The combination of evexomostat + eribulin was
confirmed to be safe with a manageable adverse
effect profile. The addition of evexomostat did not
exacerbate eribulin toxicity.

• Preliminary biomarker results suggest that
evexomostat prevented worsening of insulin
resistance and improved other metabolic markers.
These findings will be confirmed in the randomization
phase.

• The trial advanced to the randomization phase,
including a placebo-controlled arm with eribulin, and
is currently enrolling patients.

Table 2. Changes in exploratory biomarkers from baseline to 12 weeks in the study population. 
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Figure 1. Spaghetti plots of changes in exploratory biomarkers in the 
safety run-in cohort with a black smoothing curve overlayed.

Characteristic N=15
Age, median (range) 59 (36-68)
De novo, number (%)
Recurrent, number (%)

0 (0%)
15 (100%)

Number of prior lines in the metastatic setting, median (range) 1 (0-2)
BMI, median (range) 33.9 (26.1-37.4)
Hemoglobin A1c, median (range) 5.3 (4.4-7.0)

Table 1. Baseline characteristics of the safety run-in cohort. 

• Exploratory analyses from baseline to week 12 demonstrated significant
changes in LDL cholesterol, adiponectin, leptin, resistin, VEGF-D, and sFRP-
5 (p=0.016, 0.009, 0.021, 0.016, 0.027, and 0.012 respectively; see Table 2).
HOMA-IR scores remained stable without significant change (p>0.9).

• Among 12 patients evaluable for efficacy, 2 had partial response and 7 had
stable disease as best response (overall response rate 17%, clinical benefit
rate 67%).

Figure 2. Select tumor response images from two study participants.  
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