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[Abstract] Objective To explore the efficacy and safety of cadonilimab combined with bevacizumab
biosimilar and chemotherapy (FOLFOX/FOLFIRI) as first-line treatment for RAS-mutated, microsatellite stable
(MSS) metastatic colorectal cancer (mCRC). Methods Using a prospective, single-arm exploratory study,
patients with RAS-mutated, MSS mCRC who visited the People's Hospital of Inner Mongolia Autonomous
Region from April 2024 to April 2025 were selected. They received chemotherapy with 250 mg of cadonilimab
plus 5-7.5 mg/kg of bevacizumab and FOLFOX/FOLFIRI regimens. The primary endpoint was progression-free
survival (PFS), and the secondary endpoints were objective response rate (ORR), disease control rate (DCR), as
well as PFS rates at 3, 6, and 12 months and the incidence of adverse reactions. Additionally, the quality of life of
patients before and after treatment was assessed using the European Organization for Research and Treatment of
Cancer Quality of Life Questionnaire-Core 30 (EORTC QLQ-C30) scale. Results A total of 32 patients were
enrolled, with an ORR of 53.1% and a DCR of 96.9% after treatment. The median PFS was 11.4 months, with a
95% confidence interval (CI) of (9.6, 13.5) months. The median overall survival was not reached. The PFS rates
at 3, 6, and 12 months were 96.9%, 90.6%, and 46.9%, respectively. Common adverse reactions after treatment
included myelosuppression, vomiting/nausea, hand-foot syndrome, and endocrine toxicity. Most adverse
reactions were grade 1 to 2, with a few being grade 3. No grade 4 to 5 adverse reactions occurred. Subgroup
analysis showed that patients with an Eastern Cooperative Oncology Group (ECOG) score > 2, primary cancer
site in the right-sided colon, and concurrent liver metastasis had significantly poorer prognosis (P < 0.05). The
EORTC QLQ-C30 scale assessment showed improvements in patients' overall health status and functional
domains, with core symptoms significantly alleviated. Conclusion In the first-line treatment of RAS-mutated,
MSS mCRC, the treatment regimen combining cadonilimab with bevacizumab analogues and chemotherapy
showed certain benefits in key efficacy endpoints such as ORR and PFS, with manageable overall safety. No new
or intolerable toxicities were observed, and it has advantages for patients with ECOG scores of 0-1, with a
primary tumor in the left-sided colon, and without liver metastasis. Due to limitations such as a small sample
size and short follow-up time, large-scale clinical studies should be conducted in the future for further

exploration and verification.
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Table 1. Baseline characteristics of the included

patients [n (%)]
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=60 22 (68.8)
P51
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A TR
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Figure 1. Best response waterfall chart
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R22HEFBEWFTR (%) ]
Table 2. The efficacy of the patients in two groups [n (%)]

Prgy€ictian FOLFOX 4 (n=25) FOLFIRIZH (n=7) X P
CR 0 (0.0) 0 (0.0)
PR 14 (56.0) 4 (57.1)
S 10 (40.0) 3 (42.8)
PD 1 (4.0) 0 (0.0)
ORR 14 (56.0) 4 (57.1) 0.142 0.706
DCR 24 (96.0) 7 (100.0) 0.478 0.489
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Figure 2. PFS survival curve
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%= 3 AEIEAHH PFS 3k
Table 3. PFS benefit across different subgroups

A HR (95%CI) P
AR (%)

<60 Refrence

> 60 0.49 (021, 1.18) 0.11
P

s Refrence

5 0.45 (0.18, 1.13) 0.09
ECOG ¥4y (41)

0~1 Refrence

2-~3 3.32 (1.16, 9.51) 0.03
Ji 2 B AL

e a7 Refrence

Fl45 3.68 (1.17, 11.55) 0.03

Hh 1.14 (0.35, 3.68) 0.82
(L EPIES

FOLFOX Refrence

FOLFIRI 2.60 (0.92, 7.33) 0.07
R ()

1 Refrence

>2 1.39 (0.54, 3.59) 0.50
%R
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H 4.58 (1.42, 14.80) 0.01
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43
At HR (95%CI) P
ilit B

g Refrence

é) 1.00 (0.29, 3.47) 1.00
J % PR L B 17 O

J Refrence

e} 1.67 (0.69, 4.03) 0.25
RAS 275

KRAS Refrence

NRAS 1.00 (0.22, 4.46) 1.00

oAt 0.31 (0.07, 1.39) 0.13
PD-L1 %k

CPS<1 Refrence

CPS>1 450 (0.70, 28.97) 0.11

AN HE 3.04 (0.87, 10.67) 0.08

e CPS.EKABHMES L Refrence. 21,

RABFTFHERFREE [n (%) ]
Table 4. Treatment-related adverse reaction [n (%)]

ENEYA el 1% 24 3%

FRPLRT A sk 2 21 (65.6) 16 (50.0) 3 (9.3) 2 (6.3)
Al MKt 17 (53.1) 12 (37.5) 5 (15.6) 0 (0.0)
TFRLZEETE 11 (34.4) 7 (21.9) 4 (12.5) 0 (0.0)
AR 10 (31.3) 7 (21.9) 3 (9.3) 0 (0.0)
bzt 9 (28.1) 7 (21.9) 1 (3.1) 1 (3.1)
LAV S 9 (28.1) 6 (18.7) 2 (6.3) 1 (3.1)
ZL 8 (25.0) 5 (15.6) 1 (3.1) 2 (6.3)
I/ NRIEAL 6 (18.7) 4 (125) 2 (6.3) 0 (0.0)
= 6 (18.7) 5 (15.6) 1 (3.1) 0 (0.0)
eI 5 (15.6) 4 (12.5) 1 (3.1) 0 (0.0)
fdF 5 (15.6) 3 (9.3) 2 (6.3) 0 (0.0)
55 4 (12.5) 2 (6.3) 2 (6.3) 0 (0.0)
Je Rk REME 3 (9.3) 1 (3.1) 1 (3.1) 1 (3.1)
fili g P 2 (6.3) 1 (3.1) 0 (0.0) 1 (3.1)

% 5 i877HI/5 EORTC QLQ-C30#EHEbER (7 + 5, 43)
Table 5. Comparison of EORTC QLQ-C30 scores before and after treatment (x + s, points)

i H TRTTHI BITJE t P

IKiATRE 383+ 145 542 +16.7 4.07 <0.001
At g 28.6+17.5 66.7 = 15.7 9.17 <0.001
1545 Dhg 36.8 +20.5 60.7 + 18.4 491 <0.001
INAITRE 60.7 +26.6 712 +27.6 1.55 0.131
AR Solil 31.6£228 543 +24.4 3.85 <0.001
55 75.6 +19.3 483+228 5.17 <0.001
Wty MR 35.7+18.6 264 +19.7 1.94 0.061
P 54.4+272 35.7+25.8 2.82 0.008
S 23.6 +23.5 17.8 £25.3 0.95 0.350
R 454257 39.7+29.1 0.83 0.413
Tk 583+ 18.6 274 +17.6 6.83 <0.001
AR 60.6 + 28.4 37.8+30.5 3.10 0.004
W5 37.4£23.7 28.7 +26.5 1.38 0.177
Z T RN 32.8+27.4 29.5+24.9 0.50 0.620
SRR 350+ 12.6 60.8 + 10.1 9.04 <0.001
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% 6 PR#1SD &2&i4y781/5 EORTC QLQ-C301E4 EbE (% + 5, %)

Table 6. Comparison of EORTC QLQ—-C30 scores before and after treatment between patients with PR and SD (x + s, points)
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2] TRITRIT 51.4+24.2 54.6 +26.1 0.36 0.721
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