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Background: Polymerase epsilon (POLE) mutations are considered as one of the most
potential and promising biomarkers for immune checkpoint inhibitors (ICIs) in patients with
colorectal cancer. However, the treatment of ICIs sometimes also resulted in unsatisfactory
results in patients with POLE mutations, which revealed that not all mutations on POLE
contribute to tumor regression in colorectal cancer.

Case Presentation: We herein reported a case in which the patient with advanced colon
cancer harboring somatic POLE F367S mutation, along with microsatellite stability status,
has achieved efficacy of complete response to the programmed cell death 1 (PD-1) receptor
inhibitor pembrolizumab, as well as a progression-free survival more than 49 months, and
still in extension.

Conclusion: Somatic POLE F367S mutation might be presented as a sensitive predictor to
pembrolizumab in patients with colon cancer.
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Introduction

Colorectal cancer represents one of the most leading causes of cancer death
worldwide." In recent decades, molecularly driven based treatment has been recom-
mended as one of the standard strategies in patients with advanced or metastatic
colorectal cancer. Specifically, monoclonal antibodies or small molecular agents,
which target epidermal growth factor receptor (EGFR), vascular endothelial growth
factor (VEGF), B-raf, and microsatellite instability-high (MSI-H)/deficient mismatch
repair protein (AMMR), have been frequently prescribed in clinical practice for
patients with metastatic disease.” Targeted medicine, as well as new targets, has
been considered as research hotspots, with much attention being paid to. As a novel
target, polymerase epsilon (POLE) encodes the exonuclease subunit of polymerase
epsilon with 2,286 amino acids, has been deemed as a potential biomarker responding
to the treatment of immune checkpoint inhibitors (ICIs).® However, the treatment of
ICIs sometimes also resulted in unsatisfactory outcomes in patients with POLE
mutations, which revealed that not all mutations on POLE sites contribute to tumor
regression by ICIs in colorectal cancer.* Herein, we presented a case in which the
patient with advanced colon cancer harboring somatic POLE F367S mutation, along
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with microsatellite stability status, has achieved complete
response to the programmed cell death 1 (PD-1) receptor
inhibitor pembrolizumab. The patient has achieved
a progression-free survival more than 49 months, and still
in extension. We also systematically reviewed and summar-
ized reported POLE mutation sites, as well as clinical
response to ICIs with published literatures. We hope the
presentation of the case and the summary of POLE muta-

tions would provide some clinical thought for physicians.

Case Presentation

A 29-year-old Chinese man was admitted to our hospital on
April 5, 2016 with repeated diarrhea and bloody stools for 6
months. The patient denied smoking, alcohol, or any other
medical or family history. His abdomen CT presented a mass
(7.8x11.4x8.8 cm) surrounding the descending colon, along
with stenosis. There were no lesions on the lungs or liver

observed with CT scans. Based on that, he subsequently
received radical resection of the descending colon tumor, as
well as ileostomy in our hospital on April 11, 2016.
Pathological findings suggested that the tumor was
a moderately differentiated adenocarcinoma, without any
metastasis to regional lymph nodes (pT3NOMO, stage 11A).
One month after the surgery on May 10, 2016, his postopera-
tive chemotherapy started with the regimen XELOX (oxali-
platin 130 mg/m?, on day 1, and oral capecitabine 1,000 mg/
m? twice a day, from day 1 to 14, every 21 days). From then
on, he received a regular abdomen CT scan every two to three
cycles at follow-up visits. However, after two cycles of che-
motherapy on June 23, 2016, his abdomen CT scan revealed
multiple emerging lesions on mesentery near anastomosis
(largest one sized at 2.8x2.3 cm, Figure 1A). In consideration
that the recurrence possibly had happened before adjuvant

chemotherapy, we gave another two cycles of XELOX to

Figure | Abdomen CT scans showed the metastatic lesions on mesentery (red arrows for the target lesion). (A) June 23, 2016; (B) September 20, 2016; (C) January 3,
2017; (D) March 21, 2017; (E) June 27, 2017; (F) September 26, 2017; (G) May 5, 2018; (H) December 4, 2018; (I) April I, 2019; (J) October 15, 2019; (K) March 30, 2020;

(L) August 29, 2020.
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identify the response of the emerging tumors. On September
20, 2016, his repeated abdomen CT suggested enlargement of
the lesions on mesentery (largest one sized as 4.5x4.3 cm,
Figure 1B), invaded to left psoas major and iliopsoas muscle.
Based on the imaging findings, progression disease was con-
sidered according to the criteria of RECIST (Response
Evaluation Criteria in Solid Tumors, RECIST) version 1.1.
Based on that, the regimen of FOLFIRI (irinotecan 180 mg/m*
on day 1, leucovorin 200 mg/m? on day 1, fluorouracil 2,600 -
mg/m? continuous infusion over 24 hours on day 1, every 14
days) was administered as further line palliative treatment. In
addition, whole exome sequencing (WES) with next genera-
tion sequencing (NGS) using tissue and plasma sample was
conducted to search potentially available mutations. After two
cycles’ exposure of regimen FOLFIRI, the patient complained
of pain on his left waist. Local ultrasound findings revealed
invasion on the left psoas major muscle. Although without any
severe adverse events observed during the chemotherapy, he

refused to receive chemotherapeutics any more. The outcomes
of WES suggested somatic POLE F367S mutation by fre-
quency as 29% in tumor cells, and 4% in plasma (Figure 2).
In addition, the WES also revealed microsatellite stability
status (MSS), without any mutations on RAS, RAF, or Her-
2. As salvage treatment, the patient received monotherapy
with pembrolizumab (2 mg/kg) from November 1, 2016.
Surprisingly, repeated abdomen CT scans on January 3, 2017
suggested dramatic regression of the lesions on the mesentery,
which was evaluated as partial response according to the
criteria of RECIST version 1.1 (Figure 1C). From then on,
he had received mono-immunotherapy with pembrolizumab
up to 24 months. On May 5, 2018, the efficacy was evaluated
as complete response based on the absence of enhancement of
striped lesion from abdomen CT scans (Figure 1G). He
stopped the treatment in October, 2018 because of the com-
pletion of a 2 years course. There was no immune-related
adverse event observed during the whole treatment. Tumor

White Blood Cell

Plasma

Tumor Cell

oooooOOOOOOOOO

POLE mutation

Figure 2 Integrative genomics viewer (IGV) screenshots displayed the chimeric reads from targeted sequencing, somatic POLE F367S mutation by frequency as 29% in

tumor cells, 4% in plasma, and 0% in white blood cells.
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markers including CEA and CA19-9 varied in the normal
range during the whole treatment. Abdomen CT scans during
the whole treatment and follow-up are presented in Figure 1.

Discussion

We herein reported a case of a male patient with recurrent
colon cancer localized on mesentery, invading to left psoas
major and iliopsoas muscle. Based on the somatic POLE
F367S mutation detected by WES, he received monotherapy
of pembrolizumab as further line treatment. As a result, he
achieved complete response of disease, with PFS as 49
months, and still in extension. To our knowledge, this is
the first case reporting complete response to pembrolizumab
in POLE F367S mutated advanced colon cancer, being the
best responder to ICIs in advanced colorectal cancer.

The mutation of POLE exonuclease domain, detected in
6-12% of endometrial cancers,”™® 1-2% of colorectal
cancers,”® and less than 1% in gastric, breast, and brain
cancer,”'” has emerged as one of the most promising candi-
date biomarkers. POLE encodes the catalytic subunit of
DNA polymerase epsilon, which replicates the leading
DNA strand before cell division. The pathogenic mutation
of POLE leads to tumor ultra-mutation, with a significantly
high burden of tumor mutations, which has been identified
as one of the efficacy predictors to ICIs.'"*'

POLE mutations in patients with colorectal cancer pre-
sent distinct clinical characteristics, including younger age,
a greater proportion of males than females, diagnosis at an
earlier stage, as well as significant increasing tumor muta-
tion burden (TMB).*'* However, owing to its low fre-
quency, there were limited prospective, controlled, clinical
trials designed to evaluate the efficacy of ICIs in colorectal
cancer patients harboring POLE mutations. Instead of that,
several retrospective researches and case studies have
reported the efficacy of ICIs in colorectal patients with

POLE mutations.*”-14"16 However, there still remain incon-
sistently clinical outcomes on response to ICIs among dif-
ferent POLE mutations in colorectal disease.*'” In the
present study, the sensitive mutation was somatic POLE
F367S mutation, which has been reported in basic
research.”'%!” It was reported that, phenylalanine residues
of the sequence alteration in POLE, F367S, is highly con-
served in organisms including human, mouse, S. cerevisiae,
and S. pombe,'” which suggested that F367S is dysfunc-
tional and pathogenic."® In other words, the F367S mutation
found in the POLE gene encodes the POL epsilon catalytic
subunit, which includes the proofreading domain. However,
there was no clinical evidence to support the efficacy to ICIs
treatment for POLE F367S mutation. Hence, the presenta-
tion of the present study may be considered as a clinical
supplement for basic research, though need further confir-
mation in a larger population. In addition, we systematically
reviewed published literature, and summarized POLE muta-
tions, associated with efficacy to ICIs in patients with color-
ectal cancer (Table 1). We hope the summary of the
mutations would provide suggestions in clinical practice.
As presented in Table 1, there was a difference on response
status in patients with POLE mutations. Although without
certain conclusions, there might be several possible reasons
addressed for that. Firstly, different mutations might result in
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different outcomes. POL mutation was more common

in responders according to published literature, which was

considered as a hotspot for POLE mutations.*'®!**

Moreover, in the present case, POLE!3¢7S

mutation might
also come to be another alternative hotspot. Pathogenic
POLE mutations on exonuclease domain might be more likely
to achieve remission status of tumor. Besides, higher TMB
from POLE mutations may also contribute to response to IClIs,
which has been reached as consensus. As presented in Table 1,

higher TMB usually resulted in satisfactory outcomes. In

Table | Molecular Phenotypes of POLE Mutations and Response to ICls in Literatures of Patients with Colorectal Cancer

Molecular Phenotype Microsatellite Status T™MB ICls Best Response PFS (Months) References
POLEV#!'t MSS NR Pembrolizumab | CR 12+ [19]
POLEV#''t MSS 122 Pembrolizumab | PR 5+ [16]
POLEP286R MSS NR Pembrolizumab | SD 6.9 [19]
POLEP286C MSS 21 Avelumab SD NA [4]
POLEG!'0865 MSS 10 Avelumab SD NA [4]
POLER39W MSS 15 Avelumab PD 1.5 [4]

POLEP286R MSS NR Pembrolizumab | PD 0.6 [19]
POLE™¢" MSS 103 Pembrolizumab | CR 49+ Current study

Abbreviations: TMB, tumor mutation burden; PFS, progression-free survival; CR, complete response; PR, partial response; SD, stable disease; PD, progressive disease; ICls,

immune checkpoint inhibitors; NR, not reported; MSS, microsatellite stability.
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addition, in patients with POLE mutations, responders to ICls
had significantly higher densities of PD-1-expressing CD8+
TILs, compared to non-responders according to a retrospective
study (P=0.0007)," which was not detected in the present
case. However, with the limited sample (n=5), the speculative
conclusion should be approached modestly.

In conclusion, we reported a case in which the patient with
advanced colon cancer harboring somatic POLE F367S muta-
tion has achieved efficacy of complete response to pembroli-
zumab, as well as a PFS more than 49 months, and still in
extension. We considered that somatic POLE F367S mutation
might be presented as a sensitive predictor to pembrolizumab
in patients with colon cancer.
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