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PD-1 blockade enhances the effect of targeted
chemotherapy on locally advanced pMMR/MSS colorectal
cancer
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1 | INTRODUCTION

PEI ET AL.

(the number of doses was reduced to prevent surgical delays) to patients with cT-
4NxMO colon or upper rectal cancers. And radical surgery was performed approx-
imately 2 weeks after the last dose of neoadjuvant therapy. The primary endpoint
was a pathologic complete response (pCR). We also evaluated major pathologic
response (MPR, <10% residual viable tumor), radiological and pathological re-
gression, safety, and tumor mutation burden (TMB), and tumor microenviron-
ment (TME) characteristics.

Results: By the cutoff date (September 2023), 22 patients with cT4ANxM0 pMMR/
MSS colon or upper rectal cancers were enrolled and the median follow-up was
24.7months (IQR: 21.1-26.1). All patients underwent RO surgical resection with-
out treatment-related surgical delays. pCR occurred in 12 of 22 resected tumors
(54.5%) and MPR occurred in 18 of 22 (81.8%) patients. At the cutoff date, all
patients were alive, and 21/22 were recurrence-free. Treatment-related ad-
verse events of grade 3 or higher occurred in of 2/22 (9.1%) patients. Among the
pCR tumors, two were found to harbor POLE mutations. The degree of patho-
logical regression was significantly greater than that of radiological regression
(p=1.35%10"%). The number of CD3+/CD4+ cells in the tumor and stroma in
pretreated biopsied tissues was markedly lower in pCR tumors than in non-pCR
tumors (p=0.038 and p =0.015, respectively).

Conclusions: Neoadjuvant sintilimab combined with bevacizumab and mFOL-
FOX6 was associated with few side effects, did not delay surgery, and led to pCR
and non-pCR in 54.5% and 81.8% of the cases, respectively. Downregulation of
CD3/CD4 expression in the tumor and stroma is related to pCR. However, the
molecular mechanisms underlying PD-1 blockade-enhanced targeted chemo-
therapy require further investigation.

KEYWORDS
colorectal cancer, neoadjuvant treatment, PD-1 blockade, pMMR/MSS

Colorectal cancer (CRC) is ranked third in terms of in-
cidence and fourth in terms of mortality worldwide.
Approximately 10%-20% of these patients present with
T4 colon cancer.! Patients with T4 CRC have poor disease-
free survival (DFS) and overall survival (OS) because RO
resection is difficult to achieve and has a high risk of local
failure, especially with regard to peritoneal recurrence.>’
A study showed that patients with T4 CRC had a 5-year
DFS rate of 46.9%, which was markedly lower than that
of patients with T1-T3 tumors (T1: 88.4%; T2: 78.2%; T3:
64.8%).* Neoadjuvant treatments may be a potential strat-
egy for shrinking tumors and reducing the risk of incom-
plete excision and micrometastasis.

Importantly, the FOXTROT phase III clinical trial is
the first to investigate the pathological response of locally

advanced colon cancer to neoadjuvant treatment.’ Six-
week treatment with mFOLFOX6 or XELOX as neoad-
juvant chemotherapy for resectable colon cancer was
delivered safely with lower perioperative morbidity and
significant pathological downstaging, including a pCR
rate of 3.3%. This study also observed a trend towards im-
proved disease control at 2years of age. Additionally, T4
colon cancer seemed to benefit more from neoadjuvant
chemotherapy (mFOLFOX6) (HR=0.65) than T3 colon
cancer.® Neoadjuvant radiotherapy may also be consid-
ered for selective patients with T4 colon cancer invading
a fixed structure, with reported pCR rates of 4%-38.1%.”
However, radiotherapy may enhance the surgical diffi-
culties and induce colitis, perforation, and bone marrow
suppression. Additionally, it remains unclear whether
the downstaging effect of neoadjuvant radiotherapy in
patients with clinical T4 colon cancer can translate to
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survival benefits. Thus, further phase III randomized tri-
als and the exploration of new neoadjuvant regimens with
higher efficacy and tolerability are warranted.

Neoadjuvant immunotherapy is attractive because
early stage cancers may be more responsive to anti-PD-1
antibodies owing to a lower proportion of immunosup-
pressed hosts and tumor-intrinsic factors.® The NICOLE
study reported in ESMO 2020 showed that 27.8% (5/18)
of patients with DNA mismatch repair-proficient/mi-
crosatellite stable (pMMR/MSS) colon cancer achieved a
complete response (CR) or partial response (PR),” which
is similar to the data on pMMR colon cancer (27%) in the
NICHE study.w Bevacizumab, a VEGF monoclonal anti-
body, is often used synergistically with anti-PD-1 antibod-
ies for its immune-supportive effects.'’

Immune checkpoint inhibitors (ICIs) have been con-
firmed to significantly improve the efficacy of dAMMR/
MSI-H metastatic CRC and recommended as the first-
line treatment.'>'* However, single-agent ICIs have been
shown to be ineffective for patients with pMMR/MSS CRC.
The safety and efficacy of chemotherapy combined with
AADs and ICIs was verified in pMMR/MSS mCRC,**** it's
activity in pMMR/MSS locally advanced CRC remains un-
clear. pCR was observed only in 4%-7% locally advanced
CRC patients who received conventional neoadjuvant
chemotherapy in previous study.'® Therefore, neoadju-
vant therapy of mFOLFOX6 with bevacizumab and PD-1
blockade may be a potential treatment strategy to better
achieve tumor regression and increase RO resection rates
for pMMR/MSS locally advanced CRC patients. Moreover,
no study has explored the immune microenvironment of
sintilimab in combination with mFOLFOX and bevaci-
zumab in patients with pMMR/MSS locally advanced
CRC.

In this study, the neoadjuvant therapy regimen of sin-
tilimab combined with mFOLFOX6 and bevacizumab was
evaluated for efficacy and safety in cT4NxMO pMMR/MSS
colon or upper rectal cancer with a primary endpoint of
pathologic complete response (pCR).

2 | METHODS

2.1 | Patients

Using a descriptive case series study approach, this study
retrospectively analyzed 22 patients (15 males and 7 fe-
males, aged from 37 to 79years old) cT4ANXMO pMMR/
MSS colon or upper rectal cancer who were treated in
the Sixth Affiliated Hospital of Sun Yat-sen University
from December 2020 and March 2022. All patients had
an Eastern Cooperative Oncology Group performance
status score of 0 or 1 (on a 5-point scale, in which higher
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numbers represent greater disability), normal organ func-
tion, and sufficient pulmonary function.!” Key exclusion
criteria were ongoing systemic immunosuppressive ther-
apy, immunodeficiency, presence of infectious or active
autoimmune diseases, and clinically significant concur-
rent cancer.

2.2 | Study design

This retrospective exploratory single-group study was
developed by the authors and performed at the Sixth
Affiliated Hospital of Sun Yat-Sen University in China.
The patients received six doses of intravenous sintilimab
(at a fixed dose of 200mg), mFOLFOX6 (oxaliplatin at a
dose of 85mg/kg of body weight [mg/m?], CF at a dose
of 400mg/m?, a bonus injection of 5-FU at a dose of
400mg/m* and a continuous injection of 5-FU [at a dose
of 2400mg/m2 for 48h]) plus bevacizumab (at a dose of
5mg/kg) every 2weeks. Radical surgery was conducted
approximately 2weeks after the last dose of neoadjuvant
therapy without bevacizumab. The workflow of the study
design is shown in Figure S1. Written informed consent
was obtained from all patients.

Adverse events in all patients were categorized accord-
ing to the National Cancer Institute Common Terminology
Criteria for Adverse Events version 5.0."% Feasibility was
defined as any delay in the planned surgery of no more
than 28days (i.e., a surgical delay of >21days and 7 days
of scheduling). All patients underwent baseline tumor
staging, including pathological evaluation of the primary
tumors using colonoscopy, contrast-enhanced computed
tomography (CT) of the chest and abdomen, and magnetic
resonance imaging (MRI) of the brain and abdomen. CT
or MRI scans were repeated within 7days before surgery.
Changes in tumor size were assessed according to the
Response Evaluation Criteria in Solid Tumors (RECIST),
version 1.1."° Resection of the primary tumor and lymph
nodes was performed according to institutional standards.
None of the patients who achieved pCR received adjuvant
therapy, while those who did not receive pCR were offered
the same neoadjuvant therapy regimen of sintilimab com-
bined with mFOLFOX6 and bevacizumab for 4-6cycles;
upon the clinical completion of this regimen, they were
followed to determine DFS and OS.

To identify potential biomarkers related to neoadjuvant
therapy response, pretreated biopsied tissues from 22 pa-
tients all underwent DNA sequencing. The process of can-
cer initiation and progression is considered to be constant,
dynamic, and reciprocal interactions between cancer cells
and the tumor microenvironment (TME). To determine
the relationship between TME and different therapeu-
tic responses, multiplex immunofluorescence (mIF) was
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performed on samples from 20 patients without POLE
mutations.?’ We also assessed CD3, CD4, CD8, CD20, and
PD-1 expression via immunohistochemical staining in the
preoperative and postoperative tissues of the four patients
(Figure S2).

2.3 | Pathological assessments

Primary colorectal tumors and lymph node surgical
specimens were staged according to the criteria of the
American Joint Committee on Cancer (8th edition)
to evaluate tumor invasion depth and affected lymph
nodes.”! The percentage of residual viable tumor was
identified with routine hematoxylin and eosin staining
for primary tumor assessment, and a major pathologic
response was considered if the tumors had no more
than 10% viable tumor cells.”* The immunohistochemi-
cal results are presented in the Methods section of the
appendix—Data S1.

2.4 | Immunohistochemical staining and
DNA sequencing

The results of immunohistochemical and next-generation
sequencing analyses of tumors are described in the
Methods section of the Appendix—Data S1. Briefly, we
compared various mutations in the DNA of pretreated
tumors from patients with and non-pCR to identify the
genes associated with treatment responses.

2.5 | mlIF investigation of the TME

All non-cancerous host cells in the tumor, including adap-
tive and innate immune cells, fibroblasts, endothelial cells,
neurons, and their noncellular components, including the
extracellular matrix (ECM) and soluble products such as
chemokines, cytokines, growth factors, and extracellular
vesicles are recognized to make up TME.” Details regard-
ing the TME, which was examined with pretreatment of
tumor samples and matched normal tissue samples, and
bioinformatic analyses are provided in the Methods sec-
tion of the Appendix—Data S1. By comparing the tumor
and its adjacent stroma, potential biomarkers of good re-
sponse can be identified.

2.6 | Statistical analysis

To analyze the tumor specimens, including the pathologi-
cal, genomic, and immunofluorescent data, T tests and

Wilcoxon tests were performed to explore the differences
between the two groups. The Kruskal-Wallis test was per-
formed to explore the differences among the three groups.
Pearson's correlation analysis was performed to iden-
tify associations between the two groups. The reported
p-values were two-tailed, and a p value <0.05 was set as
statistical significance, no power analysis was performed
in this exploratory cohort. Kaplan-Meier curves with log-
rank tests were used to calculate overall cumulative prob-
abilities. All analyses in this study were conducted using
R4.1.2 for windows; figures were generated using the
same software.

3 | RESULTS

3.1 | Characteristics of the patients

The clinical characteristics of the enrolled patients are
summarized in Table 1. All 22 patients with pMMR/MSS
CRC received six doses of sintilimab plus mFOLFOX6
combined with bevacizumab (without a sixth cycle to pre-
vent surgical delays). Among these patients, 22/22 had
adenocarcinoma, 9/22 had cT4N+MO upper rectal cancer
and 13/22 had cT4N+MO colon cancer.

3.2 | Clinical activity

Representative radiologic and pathologic responses
after six preoperative doses of sintilimab combined with
mFOLFOXG6 plus five doses of bevacizumab are shown in
Figure 1. Among the 22 patients who underwent resection,
pathological down staging from the pretreatment clinical
stage occurred in 20 (90.9%) (Figure 2; Table S1). Of the
patients who had evaluable radiographic results, none
exhibited CR, 20 (90.9%) exhibited PR, and 2 (9.1%) had
stable disease (SD) (Figure 3; Table S1). Notably, the path-
ologic response was significantly greater than the radio-
logic response (p=1.35x10"%, Figure S3). As of the cutoff
date (September 2023), at a median of 24.7 months of post-
operative follow-up (range: 15.0-29.7), 21 of 22 patients
(95.5%) who underwent surgical resection were alive, and
21 of 22 (95.5%) were recurrence-free (Figure S4).

3.3 | Genomic analyses

To investigate the influence of genomic alterations, TMB,
and their potential correlations with pathological re-
sponse, we conducted DNA sequencing of pretreatment
tumor biopsies from 22 patients with adequate available
tissue (Figure S5). Among the pMMR/MSS CRC patients
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TABLE 1 Characteristics of the patients at baseline, according to pathologic response.

All patients Patients with complete Patients with noncomplete
Characteristics (N=22) pathologic response (N=12) pathologic response (N=10) p value
Age, years
Mean +SD 61.2+12 59.9+14.4 62.8+8.7 0.59
Median (range) 65 (37-79) 59 (37-79) 66 (45-74)
Sex, no. (%)
Female 7(31.8) 4(33.3) 3(30) 0.88
Male 15 (68.2) 8 (66.7) 7 (70)
Tumor (%)
T4a 14 (63.6) 6 (50) 8 (80) 0.16
T4b 8 (36.4) 6 (50) 2(20)
Lymph node (%)
N1 6(27.2) 4(33.3) 2(20) 0.51
N2 16 (72.7) 8 (66.7) 8 (80)
Site
Upper rectal 9 (41) 4(33.3) 5(50) 0.45
Colon 13 (59) 8 (66.7) 5(50)
Histologic type
Adenocarcinoma 22 (100) 12 (100) 10 (100) 0.9
Well differentiated 6(27.2) 4(33.3) 2(20)
Moderately 14 (63.6) 6 (50) 8(80)
differentiated
Poorly differentiated 2(9.1) 2(16.7) 0

without POLE mutations, a median of three somatic mu-
tations (range: 0-8) per tumor were detected. All resected
tumors from the 22 patients who provided samples for se-
quencing were evaluated for tumor response. There was
no correlation between pathological response and patho-
genic mutations, a finding similar to that of the mutation
burden (Figures S6 and S7).

3.4 | mlIF investigation of the TME

We conducted mIF on samples from 20 patients without
POLE mutations to obtain a glimpse of the TME. The
percentages of different immune cell subtypes, includ-
ing CD3+ T cells, CD4+ T cells, CD8+ T cells, regulatory
T cells, macrophages, NK cells, and B cells, in the tumor
and stromal regions were quantified. Patients with non-
pCR had significantly more CD3+CD4+ T cells than those
with pCR in the tumoral and stromal regions (Figure 4;
p=0.038 and p=0.015, respectively). No differences were
observed in the percentages of other immune cell subtypes
between the pCR and non-pCR groups. TME of different
tumor regression grades (TRG scores) was also explored.
Patients with TRG1 expression had a higher percentage

of CD3+CD4+ cells in the stromal region than those with
TRGO or TRG2 expression (Figure S8, p=0.020).

3.5 | Correlation

between the neutrophil-to-lymphocyte
ratio at diagnosis and before

surgery and the percentage of

residual tumor

The neutrophil-to-lymphocyte (NLR) of each of the 22
patients was determined at two time points: at diagnosis
and before surgery. There was no correlation between
NLR and the percentage of residual tumors (Pearson cor-
relation =0.35, R2=0.1235). Additionally, the number
of pathogenic mutations did not correlate with radio-
logical tumor regression (Pearson correlation=0.0048,
R*=2x107") (Figure S9).

3.6 | Safety and feasibility

Neoadjuvant treatment was not associated with any of
the previously reported toxic effects. Treatment-related
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(A) Patient 15
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Resection specimen

Pretreatment Week 12 (before surgery)
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FIGURE 1 Patterns of pathologic and radiologic responses to neoadjuvant therapy with PD-1 antibody in combination with

mFOLFOX6 and bevacizumab. (A) The upper row shows representative sections of tumor specimens obtained from an adult patient A with

cT4bN2MO middle rectal cancer before (a) and after (b) administration of the cocktail regimen (hematoxylin and eosin staining). The patient

showed 100% pathological regression of the tumor in the rejected specimen. The lower row shows computed tomography (CT) scans of the

patient's abdomen before (c, e) and 12weeks after (d, f) administration of the cocktail regimen. A scan performed before surgery showed 78%

of shrinkage. (B) The upper row shows representative sections of tumor specimens obtained from another adult patient B with cT4aN1bMO

sigmoid colon cancer before (a) and after (b) administration of the cocktail regimen (hematoxylin and eosin staining). The patient showed

100% pathological regression of the tumor in the resected specimen. The lower row shows CT scans of the patient's abdomen before (c, e)

and 12weeks after (d, f) administration of the cocktail regimen. A preoperative scan performed before surgery showed 79% shrinkage.

adverse events occurred in 21 of the 22 patients (95.5%),
but only two events were grade 3 or higher (Table S2).
None of the patients experienced treatment-related sur-
gical delays (according to the protocol definition). The
median interval between administration of the sixth dose
of sintilimab and surgery was 19 days (range, 12-50days),
and all eligible patients underwent RO tumor resection.
No major surgery-related complications (>grade 3) oc-
curred according to the Clavien-Dindo classification.

4 | DISCUSSION

Our neoadjuvant sintilimab combination regimen in pa-
tients with cT4NxMO pMMR/MSS CRC was associated
with fewer severe adverse events and no delay in planned
surgery, leading to a pCR rate of 54.5% (12/22 patients)
and an MPR rate of 81.8% (18/22 patients) in resected

tumors, including in two POLE-mutated patients. Despite
the high rates of pCR and MPR on histological exami-
nation, none of the patients achieved CR radiologically.
The objective response rate (ORR) was 90.9%, which was
much higher than the 60% reported in the Checkmate 9X8
trial, in which the group with metastatic CRC received
first-line nivolumab combined with mFOLFOX6 and
bevacizumab.” This difference is consistent with tumors
being more responsive to anti-PD-1 antibodies in early
stage CRC because of a lower level of immunosuppressed
hosts and tumor-intrinsic factors.***

We also found that the pathologic responses were
superior to the radiologic responses in pMMR/MSS
CRC patients after the combined therapy, similar to
the response to PD-1 blockade in dMMR/MSI-H CRC
patients.** Twelve patients in whom tumors exhibited
29%-79% shrinkage in size on pre-surgical CT scans
were found to have no residual tumors in the surgical
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FIGURE 2 Pathologic assessment of response to neoadjuvant therapy with a PD-1 antibody in combination with mFOLFOX6 and
bevacizumab. Pathological regression in cT4a/4b locally advanced colorectal cancer (CRC) after neoadjuvant administration, according to
the percentage of remaining viable tumor cells, for each of the 22 patients who underwent surgical resection. The black dotted line indicated
the threshold for a major pathological response (MPR), indicating 90% regression. Clinical features, including tumor regression grade
(National Comprehensive Cancer Network criteria), tumor location, sex, radiological staging, and T and N staging of the surgical specimen,
were displayed for each patient.
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FIGURE 3 Radiological assessment of response to neoadjuvant therapy with a PD-1 antibody in combination with mFOLFOX6 and
bevacizumab. Pathological regression of the resected primary colorectal cancer (CRC) tumor after neoadjuvant administration of PD- 1
antibody plus mFOLFOX6 and bevacizumab, according to the percentage of remaining viable tumor cells for each of the 22 patients who
underwent surgical resection. The black dotted line indicates the threshold for major pathological response (90% regression). Clinical
features, including tumor regression grade (National Comprehensive Cancer Network criteria), tumor location, sex, radiological staging, and
T and N staging of the surgical specimen, were displayed for each patient.
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FIGURE 4 Correlation between TME characteristics before neoadjuvant treatment and tumor regression grade. Correlations between
tumor microenvironment (TME) characteristics and pathological responses are shown. (A) TME characteristics of pCR and non-pCR
patients. Patients with non-pCR ahd a higher CD3+CD4+ percentage than those with pCR in the tumor (p=0.038; Wilcoxon test) and
stromal regions (p=0.015 Wilcoxon test). Representative images of pCR patient no. 14 (B) and non-pCR patient no. 2 (C). Multiplex
immunofluorescence (mIF) staining was performed using an Akoya OPAL Polaris 7-Color Automation IHC Kit (NEL871001KT). FFPE
tissue slights were incubated with primary antibodies against CD3 (pink; Dako, A0452), CD4 (red; Abcam, ab133616, 1:100), CD56 (cyan:
Abcam, ab75813, 1:100) to identify different immune cell subtypes (CD3+ T-cells in the stromal region. The lower right boxes represent

CD3+CD4+ T cells in the tumor region.

specimen. All 18 patients whose tumors had an MPR ex-
hibited less than 80% shrinkage in size on pre-surgical
CT scans. The median radiological regression rate was
52% in the patients with pCR. We assumed that this
process occurred because of the residual stroma in the
tumor after tumor necrosis rather than the true resid-
ual tumor cells. We further evaluated the pathological
changes in the pMMR/MSS CRC tumors. Interestingly,
we found that immune cell infiltration was more ev-
ident in the residual tumors than in the pretreatment
biopsies. The increase in immune cell infiltration in re-
sidual tumors may be associated with PD-1 blockade.?
In contrast, little immune cell infiltration was observed

in the stroma of pCR specimens. We assumed that this
difference was due to the evacuation of immune cells
after the complete clearance of the tumor cells.
However, in contrast to PD-1 blockade in patients
with dAMMR/MSI-H CRC, the achievement of pCR and
MPR in patients with pMMR/MSS CRC was not asso-
ciated with increased TMB or pathogenic mutations
(Figure S7). Studies have shown that chemotherapy and
bevacizumab may improve the TME.?*?” Therefore, in
the present study, we hypothesized that the enhanced
efficacy of PD-1 blockade treatment is related to changes
in TME caused by targeted chemotherapy. However, be-
cause few immune cells were found in pCR specimens,
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it was difficult to determine the exact TME changes
between pCR and non-pCR specimens. Additionally,
we evaluated NLR, which has been reported to be as-
sociated with the immune response to PD-1 blockade,”®
patients at diagnosis and before surgery. However, in-
creased NLR was not related to the percentage of resid-
ual tumors.

Our study is the first to report that the downregulated
expression of CD3+ and CD4+ T cells may be correlated
with pCR and tumor regression induced by administra-
tion of a PD-1 antibody in pMMR/MSS CRC patients. In
this study, the expression of CD3+ and CD4+ cells were
altered before and after treatment. In patients with-
out pCR, CD3+ and CD4+ T cell infiltration increased
after treatment. In contrast, these cells were barely ob-
served in the tumoral regions of the patients with pCR
after treatment. This result suggests that immune cells
had already been retreated in pCR patients but aggre-
gated in non-pCR patients. This is consistent with the
results of a study by Chalabi et al., which showed that
immune infiltration in non-pCR patients increased after
treatment.'” As demonstrated for the first time in this
study, the percentage of CD3+CD4+ T cells in pretreat-
ment biopsies may serve to predict immunotherapy re-
sponse in pMMR/MSS CRC patients. Similarly, Yasuda
et al. demonstrated that lymphocyte infiltration before
neoadjuvant chemotherapy in rectal cancer biopsy sam-
ples was closely associated with tumor regression.”
Additionally, Jary et al. divided immune infiltration into
the invasive front and intratumoral regions and found
that the expression of CD3 in the invasive front was
higher in patients with higher TRG scores,*® which is
similar to the trend observed in our study, but contrary
to the findings of Mlecnik et al.’! Liu et al. collected
samples during neoadjuvant therapy and found that
the lowest absolute lymphocyte count was significantly
higher in patients who achieved a pathologic response.*
However, we did not conduct sampling during neoadju-
vant therapy in the present study.

The limitations of our study include, but are not lim-
ited to, the small sample size and the short postoperative
follow-up. Larger studies and long-term follow-up are
needed to confirm the most predictive biomarkers of pa-
tient response to neoadjuvant PD-1 blockade combined
with targeted chemotherapy for treating patients with lo-
cally advanced pMMR/MSS CRC, and to examine the as-
sociations between the pathologic response resulting from
this combined strategy and disease-free and OS. Based on
this pilot study, we registered a phase II clinical trial that
is currently recruiting participants to further investigate
the effect of this neoadjuvant PD-1 combination regimen
on the treatment of locally advanced (cT4NxMO0) pMMR/
MSS CRC (ClinicalTrials.gov, NCT04895137).

5 | CONCLUSION

Neoadjuvant sintilimab combined with mFOLFOX6 and
bevacizumab for locally advanced pMMR/MSS CRC was
associated with fewer side effects, did not delay surgery,
and led to pCR and MPR rates of 54.5% and 81.8%, respec-
tively. Downregulation of CD3/CD4 T cell infiltration in
pretreatment tumors may be associated with a higher pos-
sibility of pCR. The combined PD-1 blockade regimen for
treating locally advanced pMMR/MSS CRC merits further
investigation.
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