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[Abstract] Objective To provide reference and evidence for clinical application of neoadjuvant
immunotherapy in patients with colorectal cancer through multicenter large-scale analysis based on
real-world data in China. Methods This was a retrospective multicenter case series study. From January
2017 to October 2021, data of 94 patients with colorectal cancer who received neoadjuvant immunotherapy
in Peking University Cancer Hospital (55 cases), Union Hospital of Tongji Medical College of Huazhong
University of Science and Technology (19 cases), Sun Yat-sen University Cancer Center (13 cases) and
Changhai Hospital of Navy Medical University (7 cases) were retrospectively collected, including 48 males
and 46 females. The median age was 58 years. Eighty-one cases were rectal cancer and 13 cases were colon
cancer (2 cases of double primary colon cancer). Twelve cases were TNM staging Il and 82 cases were
stage III. Forty-six cases were well differentiated, 37 cases were moderately differentiated and 11 cases
were poorly differentiated. Twenty - six patients (27.7%) with mismatch repair defects (IMMR) and
microsatellite instability (MSI-H) were treated with immunotherapy alone, mainly programmed cell
death protein - 1 (PD - 1); sixty - eight cases (72.3%) with mismatch repair proficient (pMMR) and
microsatellite stability (MSS) were treated with immune combined with neoadjuvant therapy, mainly
CapeOx (capecitabine+oxaliplatin) combined with PD-1 antibody plus long- or short-course radiotherapy,
or PD-1 antibody combined with cytotoxic T lymphocyte associated antigen 4 (CTLA-4) antibody. Analysis
and evaluation of adverse events during neoadjuvant immunotherapy were performed according to the
National Cancer Institute Common Toxicity Standard version 3.0; the surgical complications were evaluated
according to the Clavien-Dindo grading standard; the efficacy evaluation of neoadjuvant immunotherapy
included the following indicators: major pathological remission (MPR) was defined as tumor regression
induced by neoadjuvant therapy in pathology residual tumor <10%; pathological complete response (pCR)
was defined as tumor regression induced by neoadjuvant therapy without residual tumor in pathology; the
tumor response rate was disease control rate (DCR), namely the proportion of complete response (CR),
partial response (PR) and stable disease (SD) in the whole group; the objective response rate (ORR) was
CR+PR. Results The median cycle of neoadjuvant immunotherapy was 4 (1-10) in whole group, and the
incidence of immune-related adverse reactions was 37.2% (35/94), including 35 cases (37.2%) of skin-
related adverse reactions, 21 cases (22.3%) of thyroid dysfunction and 8 cases (8.5%) of immune
enteritis, of which grade III or above accounted for 1.1%. The median interval between completion of
neoadjuvant therapy and surgery was 30 (21-55) days. There were 81 cases of radical resection of rectal
cancer, 11 cases of radical resection of colon cancer, and 2 cases of colon cancer combined with other

organ resection. The primary tumor resection of all the patients reached RO. The incidence of surgical-
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related complications was 22.3% (21/94), mainly anastomotic leakage (4 cases), pelvic infection (4 cases),
abdominal effusion (3 cases), anastomotic stenosis (3 cases ) and abdominal and pelvic hemorrhage
(2 cases). Grade I-1I complications developed in 13 cases (13.8%), grade III and above complications
developed in 8 cases (8.5%), no grade IV or above complications were found. During a median follow-up
of 32 (1-46 ) months, DCR was 98.9% (93/94), ORR was 88.3 % (83/94), pCR was 41.5% (39/94), MPR
was 60.6% (57 /94). The pCR rate of 26 patients with dMMR and MSI - H undergoing simple
immunotherapy was 57.7% (15/26), and MPR rate was 65.4% (17/26). The pCR rate of 68 pMMR and MSS
patients undergoing combined immunotherapy was 35.3%(24/68), and MPR rate was 58.8% (40/68).

221

Conclusions  Neoadjuvant immunotherapy has favorable tumor control rate and pathological remission

rate for patients with initial resectable colorectal cancer. The incidences of perioperative adverse reactions

and surgical complications are acceptable.
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