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BACKGROUND RESULTS

Standard treatment for patients (pts) with localized colon cancer (CC)
is surgery and adjuvant chemotherapy, where indicated.

Neoadjuvant strategies allow for earlier exposure to systemic therapy,
potentially leading to tumor downstaging, micro-metastases
eradication, improved survival, and may pave the way for non-
operative management (NOM). Previous experience with neoadjuvant
ipilimumab and nivolumab resulted in major pathological response in
20% and 95% of patients with pMMR and dMMR tumors, respectively.
BOT, a novel Fc-enhanced multifunctional anti-CTLA-4 antibody plus
BAL, an anti-PD-1 antibody, have demonstrated activity in proficient
mismatch repair (pMMR) CC pts with durable responses in metastatic
CRC and promising rates of pathological complete response (pCR) in
the localized setting.

METHODS

UNICORN (NCT05845450) is a window-of-opportunity, multicohort,

umbrella platform phase |l trial enrolling non-metastatic,
radiologically staged rT3-4 NO-2, resectable CRC pts to be treated with
a short course preoperative targeted treatment according to a
prespecified molecular profile assessed by immunohistochemistry
and next-generation sequencing on tumor biopsy.

Pts with pMMR tumors received intravenous (IV) BOT at 1 mg/kg on
day 1 (cohort 4) or IV BOT 1 mg/kg on day 1 and BAL 3 mg/kg on days
1 and 15 (cohort 5, enrolled after 4) and underwent radical surgery on
day 35 + 5. Pts with dMMR tumors received IV BOT 1 mg/kg on day 1
(cohort 6) or IV BOT 1 mg/kg on day 1 and BAL 3 mg/kg on days 1 and
15 (cohort 7, enrolled after 6) and underwent radical surgery on day
35+ 5.

Pathological response (pR), major response (pMR) and pCR rates were
defined as < 50%, <10% and 0% residual viable tumor on surgical
specimen. The primary endpoint was centrally assessed pMR rate in
each cohort. According to a Fleming 1-stage design, choosing f=80%
and a=5%, selecting H0=15% and H1=45%, 14 pts were enrolled in
each cohort and the treatment was judged promising if 25/14 pMRs
were observed.

RESULTS

All 56 enrolled pts completed preoperative treatment and underwent
surgery. Timely surgery was performed in most pts (98%), except 1
who underwent surgery with a delay < 4 weeks due to treatment-
related hyperthyroidism.
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Baseline characteristics (Table 1) were superimposable
among cohorts. Expectedly, a numerically higher proportion
of right-sided tumors was observed in dMMR cohorts (79%).
As depicted in Figure 1, among pts with pMMR disease,
activity was limited for BOT monotherapy (pMR 0%, pR 43%).
With BOT + BAL, pCR was 29%, pMR 36% and pR 71%.

Among those with dMMR status, BOT led to pCR, pMR and pR
in 29%, 36% and 64% pts, respectively. Notably, BOT + BAL led
to pCR and pMR in 93% and 100% pts.

Table 1. Patient and disease characteristics

Characteristic Cohort 4 Cohort 5 Cohort 6 Cohort 7
n=14 (%) n=14 (%) n=14 (%) n=14 (%)
Age, years: median (IQR) 69 (56-75) 65 (57-70) 63 (54-72) 66 (52-71)
Sex
Male 6 (43) 6 (43) 7 (50) 4 (29)
Female 8 (57) 8 (57) 7 (50) 10 (71)
Primary tumor location
Left colon 8 (57) 6 (43) 3(21) 3(21)
Right colon 6 (43) 8 (57) 11 (79) 11 (79)
Lynch Syndrome
Yes 0 0 2 (14) 1(7)
No 0 0 12 (86) 13 (93)
Unknown 14 (100) 14 (100) 0 0
Adjuvant chemo
Yes 10 (71) 8 (57) 3(21) 0
Fp 4 (29) 1(7) 2 (14) 0
Ox-FP 6 (42) 7 (50) 1(7) 0
No 4 (29) 6 (43) 11 (79) 14 (100)

Table 2. Inmune-mediated AEs (n=56):

Any grade Grade 23

event N (%) N (%)

Any IMAE 22 (39) 1(2)
Flu-like syndrome 7 (13) 0
Fatigue 3 (5) 0
Pruritus 3 (5) 0
Skin rash 3 (5) 0

Thyroiditis 3 (5) 1(2)
Diarrhea 2 (4) 0
Hepatitis 1(2) 0
Nephritis 1(2) 0
Myalgias 1(2) 0
Mucositis 1(2) 0

Adverse events (AEs) of any grade occurred in 28/56 pts
(50%), and 22 (39%) were deemed immune-mediated (IMAE)
by investigator assessment (Table 2). Any IMAE occurred in 7
(25%) and 15 (54%) pts enrolled in BOT and BOT + BAL
cohorts, respectively. Serious AEs occurred in 9 pts (16%) and
were treatment-related in 3 (5%).

Among patients enrolled in cohort 4, 71% received
subsequent adjuvant chemotherapy, mostly oxaliplatin (Ox)
and fluoropyrimidine (FP)- based. A numerically lower
proportion of patients enrolled in cohort 5 (57%) received
adjuvant chemotherapy, possibly as result of tumor
downstaging.

Figure 1. Waterfall plot of pathological regression
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Fifty-six pts received study treatment between June 2023 and July
2024. At data cutoff date (January 2nd, 2025), median follow-up
times were 13.2 (IQR 9.6-14.6), 8.6 (IQR 6.4-9.3), 11.2 (IQR 19.1-
12.5), and 5.9 (IQR 5.0-7.3) months in cohorts 4 to 7, respectively.
Across all cohorts, 4 progression events occurred, 1 in cohort 4 and 3
in cohort 6. No death occurred.

Specifically, as shown in Figure 2, 12-month PFS rate was 92% (95%
Cl, 79-100) in cohort 4, 70% (95% Cl, 45-100) in cohort 6 and 100% in
cohorts 5and 7.

Figure 2. Kaplan-Meier curves for PFS in the four cohorts
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The primary endpoint was met in all cohorts except for BOT
monotherapy in pts with pMMR status, highlighting the specific
contribution of BAL to the combination activity, which is in line with
experience in the metastatic setting.

Despite a limited sample size, the activity of 1 neoadjuvant cycle
with BOT and BAL favorably compares to ipilimumab and nivolumab
in both pMMR and dMMR subgroups.

The pCR rate was remarkable in pMMR and the highest ever
reported in dMMR pts, paving the way to NOM studies irrespective
of MMR status.
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