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Introduction: Colorectal cancer (CRC) is the 3rd most common malignant tumors after breast cancer and lung cancer, accounting for
9.4% of patients. Some patients had distant metastasis at the time of diagnosis without surgery opportunity. It is particularly important
to prolong patient survival and improve quality of life.

Patient Concerns: A 73-year-old female was admitted with discomfort over 2 months. Enlarged lymph nodes in the left
supraclavicular fossa were observed in chest computed tomography (CT). Enhanced abdominal CT showed thickening of the right
colon wall with multiple metastatic lymph nodes in the abdomen. Colonoscopy showed ileocecal mass and pathology showed
moderately and poorly differentiated adenocarcinoma. Physical examination showed a 2*2 cm lymph node could be touched in the
left supraclavicular fossa. The patient was diagnosed advanced colon cancer by the histopathological examination and imaging
findings. Actually, it is hardly to resect radically.

Intervention: Sintilimab combined with XELOX was initiated. Two period of treatment after initial therapy, laparoscopic radical
resection of right colon cancer was performed successfully.

Outcomes: After conversion treatment, the enlarged lymph nodes and primary tumor were significantly reduced. The patient was
discharged successfully three weeks after surgery. Both specimen and 14 lymph nodes dissected showed no malignancy in pathology.
Tumor regression grading (TRG) is 0, which indicate complete regression with no residual tumor cells including lymph nodes. The
patient obtained a pathological complete response (pCR).

Lessons: The patient achieved a great therapeutic benefit with the above-mentioned chemotherapy in this case. The case provides
a potential reference for pMMR CRC patients treating with immune checkpoint inhibitors (ICIs).
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Introduction

Colorectal cancer (CRC) is the 3rd most common malignant tumor type and 2nd major cause of cancer-related deaths all
over the world.' Regrettably, about 25-30% of patients with CRC showed distant metastases at the time of diagnosis
and lost the chance to resect radically.* For colon cancer, there are many treatment options, such as surgical resection,
systemic chemotherapy, targeted and immune therapies. Undoubtedly, surgery is the main treatment for patients with
potentially curable CRC. Recently, some clinical studies have found that some unresectable advanced CRC cases had
a chance of radical surgery with chemotherapy and immunotherapy. Here, we report a case of an advanced colon cancer
patient who hardly to resect radically. She experienced a pathological complete response (pCR) treated with sintilimab
and XELOX chemotherapy

Case Presentation
A 73-year-old female whose medical history and family history are normal was referred to our hospital, complaining of
epigastric discomfort over 2 months. Physical examination showed a 2*2 c¢cm lymph node could be touched in the left
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Figure | Colonoscopy showed ileocecal mass (A). Histopathological examination showed moderately and poorly differentiated adenocarcinoma (B).

supraclavicular fossa. Carcinoembryonic antigen (CEA) was 5.9ng/mL. The hemoglobin level was 9.9 g/dL. Laboratory
data were normal except for slightly elevated CEA and mild anemia. Gastroscopy showed chronic shallow table gastritis
companion rotten. Colonoscopy showed a tumor located between ileum and cecum. Histopathological findings of
colonoscopy showed moderately and poorly differentiated adenocarcinoma (Figure 1). Chest computed tomography
(CT) showed lymph node enlargement in the left supraclavicular fossa. Enhanced abdominal computed tomography (CT)
showed thickening of the right colon wall with multiple metastatic lymph nodes in the abdomen(Figure 2). For the above
outcomes, the colon cancer was clinically staged as ¢cT4N3MI, stage IV according to 8th edition of the Union for
International Cancer Control (UICC) guidelines.

It is difficult to resect radically. After a multidisciplinary team (MDT) discussion, she was treated with sintilimab and
XELOX (capecitabine 1250mg/day on day 1-14, oxaliplatin 130mg/m” and sintilimab 200mg on day 1, q3 weeks).

Two period of treatment after initial therapy, enhanced CT showed that the primary tumor (Figure 2) was remarkably
reduced. Amazingly, the left supraclavicular fossa lymph node has disappeared completely. According to the outcomes of
re-evaluation, it has been resected. Laparoscopic radical resection of right colon cancer was performed successfully on
the patient. Specimen examination showed a 4cmx1.5cm bulged mass located ileocecal valve with hard gray texture on
section. Histological analysis of the specimen and resected 14 lymph nodes revealed no malignancy (Figure 3). Tumor
regression grading (TRG) is 0, which indicated complete regression with no residual tumor cells including lymph nodes.
Hence, we can conclude the patient with a pCR (ypTONOMO). Fortunately, no discomfort occurred during the process of
the treatment including myelosuppression, immune pneumonia and other complications. The postoperative course was
favorable and was discharged smoothly. The patient underwent capecitabine plus oxaliplatin adjuvant chemotherapy and
had no recurrence until now. It showed the patient’s timeline in Figure 4. Written informed consent was obtained from the
patient for the publication of any potentially identifiable images or data included in this article.

Discussion and Conclusion

About 25-30% of patients with CRC present with metastasis when they are diagnosed.* Obviously, the opportunity for
surgery has been lost. Surgery remains the mainstay of CRC therapy at all sites and the 5-year survival rate for patients at
the early stage of CRC undergoing radical surgical resection is above 60%. However, the 5-year survival rate of patients
at the advanced stage of CRC undergoing unresectable is less than 10%.” Therefore, how to gain a chance of surgical
resection after therapy is important. Standard treatment options for stage IV CRC are: 1. Surgical resection of primary
tumor when bleeding, perforation, or obstruction occurs in the primary tumor; 2. Treatment of isolated metastases occurs
in distant organs (liver, lung, ovaries);* ''3. Palliative chemotherapy;'*"'” 4. Biological therapy.'®2° Chinese Society of
Clinical Oncology Treatment Guidelines recommend systemic chemotherapy for unresectable colon cancer. Surgery may
not be the best option for advanced CRC patients. Many unresectable CRC patients have obtained a chance to resect
radically through conversion therapy including chemotherapy, targeted and immune therapies. There were several
successful case reports. Suzuki N reported a patient had a complete resection for unresectable CRC with multiple liver
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Figure 2 CT showed lymph node enlargement in the left supraclavicular fossa (A), thickening of the right colon wall with multiple metastatic lymph nodes in the abdomen
(C and E). After conversion treatment, the enlarged lymph nodes (B and D) and primary tumor (F) were significantly reduced.

Figure 3 Specimen examination showed a 4cmx |.5cm bulged mass located ileocecal valve with hard gray texture on section (A). Histological analysis of the specimen and
resected 14 lymph nodes revealed no malignancy (B).
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Figure 4 Timeline.

metastases via chemotherapy (biweekly CapeOX plus cetuximab) as soon as possible.>' Kazuhiro Watanabe reported 4
(29%) of the 14 locally advanced unresectable colon cancer patients had a complete response for liver metastases, had an
RO resection over six months after chemotherapy with CapeOX.*? Tomonari suetsugu reported an advanced colon cancer
female with multiple paraaortic lymph node metastases had a pCR treated with mFOLFOX6 plus cetuximab therapy
despite originating from the right colon origin.**

Sintilimab is an anti-programmed death 1 (PD-1) antibody. It could block the contact between PD-1 and its ligands,
and relieve the immunosuppressive effect to activate T cell function. It could enhance the immune surveillance and
killing ability of T cells to tumors, then generate tumor immune response. Yang Y reported sintilimab, pemetrexed and
platinum had a constructive role for locally advanced or metastatic non-squamous non-small cell lung cancer (NSCLC).**
In addition to lung cancer, sintilimab has also been reported in the treatment of liver cancer. Chen J reported some
hepatocellular carcinoma patients treated with sintilimab had a significant improvement in objective response rate and
overall survival rate.*’

However, sintilimab, was rarely reported in advanced-stage CRC therapies. Gordon SR et al reported programmed cell
death protein 1 (PD-1) have shown notable clinical efficacy in patients with colorectal cancer.?® Yaghoubi N reported PD-1/
PD-L1 blockade was a novel treatment for colorectal cancer.?’ In this case, Immunohistochemistry showed mismatch-repair-
proficient (p)MMR) and microsatellite stable (MSS). (Figure 5) The patient achieves a pCR and obtain good clinical
outcomes at the most recent follow-up visit. There are some predictive biomarkers for immunotherapy, like mismatch repair-
deficient (AMMR), PD-1/Programmed death ligand (PD-L1) expression, tumor mutational burden (TMB), EPHA7-mutant
(EPHA7-MUT), tertiary lymphoid structures (TLS) and so on. Wang X reported immunity is positively correlated with TMB
after a systematic review of the colon cancer immune microenvironment landscape.® Maybe, TMB is related to tumor-
specific antigen (TSA). TSA can be recognized by anticancer peptides (ACPs) and presented to T cell to activate anti-tumor
immunity. Gou Q insisted the binding of PD-L1 to PD-1 inhibits T cell proliferation and activity, leading to tumor
immunosuppression and generate tumor immune response.”’ Zhang Z reported EPHA7-mutant (EPHA7-MUT) generated
an immune response in immune checkpoint inhibitors (ICIs) therapy through the study of 14 EPH genes. As

20 https: ImmunoTargets and Therapy 2023:12

Dove!


https://www.dovepress.com
https://www.dovepress.com

Dove Zhu et al

v.l S

,

<
oy
¥

Figure 5 Immunohistochemistry showed MLH (+) (A), MSH2 (+) (B), MSH6 (+) (C), PMS2 (+) (D). That is mismatch-repair-proficient (P(MMR) and microsatellite stable (MSS).

a potential predictive biomarker, EPHA7-MUT maybe predict the ICI-treated patients have a better clinical outcome.*
Vanhersecke L insisted the expression of mature TLS could promote objective response rate and extend overall survival time
from the analysis of a large-scale retrospective studies. The mature TLS was a meaningful predictive biomarker in some
patients treated with ICIs.*' Some research indicated TP53 co-mutation with KRAS/ATM/EGFR/STK 11 had a vital value to
predict treatment outcomes to ICIs.>? With the development of the immune mechanism, we could strengthen our under-
standing of the progress in cancer immunotherapy. More predictive biomarkers for immunotherapy will appear, it will
provide a precise and effective treatment plan. Usage of ICIs in CRC is a hot topic. More emphasis on this subject should be
given, including how to make an immunologically “cold” tumor to be “hotter”. However, the way how to identify “hotter”
tumor is limited. This is just a case report, but it provides an example that some “cold” tumors judged by existent markers,
such as MSH are potential “hotter” tumors and can benefit from ICIs. Therefore, more studies should be carried out to find
out biology markers, which can identify potential “hotter” CRC.

Abbreviations
CT, computed tomography; pCR, pathological complete response; TRG, Tumor regression grading.
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