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Abstract

Background: Analysis of deficiency in DNA mismatch repair (dMMR) is currently considered a standard molecular
test in all patients with colorectal cancer (CRC) for its implications in screening, prognosis and prediction of benefit
from immune checkpoint inhibitors. While the molecular heterogeneity of CRC has been extensively studied in recent
years, specific data on dMMR status are lacking, and its clinical consequences are unknown.

Case presentation: \We report the case of a metastatic CRC (mCRC) patient with immunohistochemical and molecular
heterogeneity in dMMR/microsatellite instability status in the primary tumour. The patient was treated with nivolumab
plus ipilimumab and achieved a deep and lasting response with clear clinical benefit. Whole-exome sequencing and
RNA-seq data are reported to support the evidence for molecular heterogeneity. Re-biopsy at the time of progression
ruled out the selection of MMR proficient clones as an escape mechanism. A large single-institution retrospective dataset

was interrogated to further explore the real incidence of heterogeneity in its different presentations.

Conclusions: The present case supports the efficacy of immune checkpoint inhibition in mCRC with heterogeneity in
MMR/microsatellite instability status. Clinical issues that may arise in these rare patients are discussed in detail.

Background

Testing for defective deficiency in DNA mismatch repair
(dMMR) (or its surrogate, which is the presence of
microsatellite instability, MSI) is now part of the routine
diagnostic workup for patients with colorectal cancer
(CRCQ) [1]. In fact, MSI/MMR testing is recommended in
all CRC cases for Lynch syndrome screening [2];. MSI/
MMR in stage II CRC identifies patients with a lower
risk of recurrence and better overall survival (OS) and
for whom adjuvant fluoropyrimidine monotherapy may
have a questionable benefit [3, 4]. In stage IV patients,
MSI/MMR is used to select candidates for immunother-
apy with immune checkpoint inhibitors (ICIs) [5, 6].
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Cancer is heterogeneous in nature, and this may
significantly impact the personalization of patient care
[7-9]. MSI/MMR status heterogeneity was recently
described in gastric cancer and was associated with a
lack of response to pembrolizumab [10]. In CRC, dMMR
is considered an early event in the carcinogenetic
process, and its heterogeneity has always been consid-
ered rather unlikely [11]. In fact, only exceptional
reports of heterogeneity in the MMR pathway have been
described in CRC [12-14].

Here, we describe a unique case of a metastatic CRC
(mCRC) patient showing a heterogeneous MSI/MMR
pattern, who was treated with ICIs and underwent an
extensive molecular characterization by means of whole
genome sequencing (WGS) and whole transcriptome
RNA sequencing (RNA-Seq) of two MMR-discordant
areas of the tumour DNA. We further discuss the
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relevance of MMR/MSI heterogeneity in a real world
setting by re-evaluating data on MMR obtained at our
centre in the last 3-year CRC series.

Case presentation

In December 2013, a 64-year-old man was hospitalized
because of worsening asthenia and abdominal pain. Past
medical history included a surgically treated pT1 pNO
cMO left clear cell renal carcinoma in 2005 and a recto-
sigmoid resection for colonic low-grade tubular aden-
oma in 2008. Family history was positive for brain and
haematologic tumours not otherwise specified in 2nd
degree relatives.

During admission as an inpatient to a Unit of General
Medicine of a community hospital, blood tests revealed
grade 2 microcytic anaemia, and abdominal radiography
showed signs of sub-occlusion. Colonoscopy revealed a
right-sided neoplastic lesion. A biopsy documented an
adenocarcinoma with a mucinous component. Pre-operative
staging total body computed tomography (CT) including
the neck, chest, abdomen and pelvis showed thicken-
ing of the right bowel wall and diffuse peritoneal
nodules with maximum diameter of up to 6 cm.

On December 2013, the patient underwent a palliative
right hemicolectomy and diagnostic resection of a
peritoneal nodule, the latter only with a diagnostic and
confirmatory intent. Figure 1 summarizes the complete
clinical course over time. Gross pathology examination
described a 9 cm mass completely obstructing the colonic
lumen. Pathological reports confirmed the diagnosis of an
adenocarcinoma with the presence of heterogeneous
phenotypic areas of mucinous (40% of the neoplastic area)
and signet ring differentiation (pT4 pN2b [7 metastatic
lymph nodes out of 10 examined], pM1c; stage IVC). Rou-
tine molecular testing showed a G12D KRAS mutation,
whereas NRAS, BRAF, and PIK3CA genes showed a wild-
type status (Myriapod Colon status kit; Diatech Pharma-
cogenetics, Jesi, Italy).

Post-operative total body CT re-evaluation confirmed
the presence of large peritoneal nodules (in the right in-
ferior, left upper and inferior abdomen), while no other
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lesions were detected. CEA and CA19.9 levels were
within their normal range values. In February 2014, the
patient was started on FOLFIRI plus bevacizumab. Tol-
erance was good, and partial response was documented
at first re-evaluation after 4 cycles. A total of 12 cycles of
therapy were delivered with regular radiologic re-evaluation
every 8 weeks, confirming an initial response. In September
of the same year, a CT scan showed a clear peritoneal pro-
gression of disease with the enlargement of known lesions
and the appearance of new lesions.

Second-line FOLFOX was then started in November
2014. Despite a good tolerance and no treatment reduc-
tions or delays, on January 2015, a CT scan re-evaluation
revealed progressive disease with dimensional increases in
nodules located at the anterior abdominal wall and ap-
pearance of retroperitoneal lymph nodes. After extensive
discussion of additional treatment options, the treating
physicians recommended best supportive care only.

The patient was referred to our Cancer Centre in May
2015. To complete the molecular evaluation of the
tumour, MMR status was examined. MMR protein
immunohistochemical analysis (i.e., MLH1, PMS2,
MSH2, and MSH6; Dako, Glostrup, Denmark) [15] of
the right-sided colonic tumour showed an unusual pattern
of large areas (almost 50% of the tumour) of dAMMR char-
acterized by the complete loss of the coupled MLH1/
PMS2 coexistence with areas with retained MLH1/PMS2
immunoreactivity (Fig. 2a). Based on the exceptionality
of the finding, the different areas were macrodissected
and tested separately for MSI (Titano kit, Diatech
Pharmacogenetics, Jesi Italy), confirming previous im-
munohistochemistry (IHC) results (Fig. 2b).

To give a clear and comprehensive description of the
case, IHC and molecular analyses were also performed on
the first endoscopic biopsy and in the peritoneal meta-
static nodule. The endoscopic biopsy showed a homoge-
neous pattern of proficiency in MMR (pMMR) (Fig. 2c),
whereas the peritoneal lesion showed the complete loss of
MLH1/PMS2 (Fig. 2d). Again, MSI testing confirmed the
microsatellite stability (MSS) status of the biopsy and the
MSI high status of the peritoneal nodule.
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Fig. 1 Clinical course over time, including treatments, diagnostic procedures and timing of disease progression
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Fig. 2 a Immunohistochemistry for MLH1 protein on the primary
tumour showing a heterogeneous expression profile. b Microsatellite
testing results according to different areas of the primary tumour. ¢
MLH1 proficiency documented in baseline diagnostic biopsy. d
MLH1 loss documented in synchronous peritoneal metastasis. Scale
bar indicates 100 um

We further characterized the molecular landscape of
this MMR heterogeneity by performing an integrated
WGS and RNA-seq analysis (GPS Cancer, Nantomics,
Culver City, CA) on microdissected areas of the tumour
according to their different MMR/MSI statuses. Both
components showed the p.G12D KRAS mutation and a
CMS2 status according to the classification proposed by
Guinney and colleagues [16]. The dMMR component
presented a high tumour exonic mutational burden
(TMB) with 11.0 mutations per megabase, 0.78% un-
stable loci (which correspond to a microsatellite instable
status), and a high expression of IDO, CTLA-4 and PD-
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1 (Additional file 2). The pMMR component presented a
low tumour exonic mutational burden (TMB) with 5.2
mutations per megabase, 5.4% unstable loci (which corres-
pond to an MSS status), and a high expression of IDO and
TIM-3 (Additional file 3). No MMR gene mutations
(tumoural or germline) were identified, leading to the
consideration of protein loss due to MLHI promoter
methylation.

Considering the MSI-high status of the metastatic
sample, the multidisciplinary tumour board decided to
start treatment with an ICI, ipilimumab 1mg/kg plus
nivolumab 3 mg/kg every 3 weeks in June 2015. After 4
cycles, chest-abdomen CT scan revealed a 32% reduction
in the diameters of target lesions. i.e., partial response
according to RECIST criteria 1.1 (Fig. 3). Since then, the
patient was continued on nivolumab monotherapy every
2weeks. No adverse events occurred. In November
2018, after 84 cycles and 41 months of disease control,
CT showed a dimensional increase in the left antero-
inferior peritoneal nodule (85 vs 69 mm), which was
re-biopsied and displayed a dMMR/MSI-high status.

After disease progression during treatment with ICI,
the patient was started on regorafenib. He had a good
subjective tolerance, reporting no side effects, no alter-
ations in laboratory tests and an improvement in ECOG
PS (from 1 to 0). On the chest-abdomen CT re-evaluation
after 8weeks of treatment, the two bilateral inferior
nodules of the peritoneum were reduced in maximum
diameters (42 vs. 50 mm and 40 vs. 85 mm, respectively),
and the nodules attached to the recto-sigmoid junction
had signs of excavation that were compatible with the
necrotic process. At the time of writing the present report,
treatment with regorafenib is still ongoing.

Discussion and conclusions

Despite the recent extensive description and characterization
of the molecular heterogeneity of CRC, in everyday
practice, it is considered by treating physicians as a
rather homogenous disease. Reasons for this reside in a
general consistency (between different areas, different
metastatic lesions and over time) in the status of
markers commonly tested for therapeutic purposes,
such as RAS or BRAF mutations. Data on intra-tumour
heterogeneity for new emerging biomarkers with thera-
peutic implications, such as dMMR, are limited.

Here, we describe the case of a mCRC with hetero-
geneous MMR/MSI status in adjacent tumour areas.
The most important novel achievement was the long-
lasting response with ICI followed by acquired resist-
ance. The present case offers a unique opportunity to
discuss challenges and implications for the diagnostic
approach and therapeutic management of this special
subgroup of CRCs.
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Fig. 3 a-c Baseline CT scan images before ICl start, June 2015 (red arrows and dashed perimetral lines). Lesion A1: maximum diameter 77 mm
(mm), estimated volume 1240 x 10> cubic millimetres (mm?). Lesion A2: maximum diameter 76 mm, estimated volume 935 x 10° mm?>. Lesion C3:
maximum diameter 96 mm, estimated volume 1191 x 10 [3] mm?>. b-d Best response CT scan images, Sep 2015 (yellow arrows and dashed
perimetral lines). Lesion B1: maximum diameter 48 mm, estimated volume 422 x 10° mm?>. Lesion B2: maximum diameter 42 mm, estimated
volume 412 x 10 [3] mm°. Lesion D3: maximum diameter 79 mm, estimated volume 216 x 10> mm?>

How frequent is heterogeneity in MMR/MSI status? To 71 years, range 33-97; F/M =0.62). Among the dMMR
properly address this question, we reviewed our archived  series, 13 cases showed peculiar patterns of MMR alter-
CRC samples over the last 3 years. A total of 1855 sam-  ations (0.7%; median age 70 years, range 38-85; F/M =
ples were tested for MMR protein expression by means  0.44) (Fig. 4):
of immunohistochemistry, and 201 (10.8%; median age
76 years, range 19-91; F/M =0.93) showed a dMMR — Eight IMMR/MSI-high cases were characterized by
phenotype and 1654 a pMMR status (89.2%; median age the complete loss of the four MMR proteins in a
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Fig. 4 a Adenocarcinoma characterized by a heterogeneous MLH1 status in a tumour with complete loss of MSH2/MSH6. b-c Areas of complete
loss of MSH2/MSH6 in a pMMR background. d A pMMR mucinous adenocarcinoma coexisting with a synchronous dMMR low-grade tubular
adenoma. Scale bar indicates 100 um
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component of the tumour and presented a second
component retaining MHL1/PMS2 (1 = 6) or
MSH2/MSHS®6 (n = 2) (Fig. 4a). This finding has
already been described in the context of a Lynch
syndrome background [1, 17].

— MMR protein status heterogeneity, as reported in our
case, was observed in two tumours, which were
characterized by areas of complete loss of MSH2/
MSHBS6 in a pMMR background (Fig. 4b-c). Of note,
the microdissected dMMR areas were MSS and MSI-
L by molecular testing. Due to the lack of residual
material, it was not possible to further explore the
genetic basis for MSH2/MSH6 protein loss and
whether it was caused by MMR gene germline
mutations or promoter hypermethylation (such as in
rare cases with EPCAM mutations or deletions).

— Two patients with synchronous stages II/III CRCs
presented different MMR statuses in the two lesions
(i.e., one dAMMR ad one pMMR) and, in addition, a
PMMR mucinous adenocarcinoma coexisted with a
synchronous dAMMR (MLH1/PMS2; MSI-L) low--
grade tubular adenoma (Fig. 4d1-2).

These results go beyond the aim of the present report,
focused on a specific exceptional clinical case, but they
show how heterogeneity - in all its forms - is a rare
event in CRC. Nevertheless, it is obvious how in the era
of personalized medicine, rarity should not affect the
relevance for an individual patient, and the practical
consequences are discussed below.

Which could be the main clinical implications?

A) Importance of sampling. Approximately 40% of pa-
tients with mCRC may have only a small bioptic sample
available for pathological analyses at the time of initial
clinical decision making [18]. Divergence between primary
tumour and the biopsied tissue could be a hurdle to tar-
geted therapies. Technical issues are extensively discussed
in the literature [19]. There is a general agreement that
biopsy samples could be a reliable alternative to primary
tumours for RAS and BRAF mutational profiling [20].
Instead, regarding MSI status, poor data are available on
sampling issues.

B) Therapeutic choice. Predictive markers of response to
ICI in MSI-H/dMMR CRC are lacking and nor PD-L1 ex-
pression on tumoural cells, abudance of PD-L1 expressing
tumour-associated immune cells, BRAF mutation status or
Lynch Syndrome were predictive of benefit in the largest
clinical study presented so far [21]. Despite MSI/MMR het-
erogeneity in the primary tumour, our patient responded
to ICI treatment. Previously, Kim et al. performed a
detailed molecular characterization of 61 patients with
metastatic gastric cancer, 7 (11.5%) of whom had dMMR,
to explore the determinant of response to pembrolizumab.
Only 1 out of 7 cases with dMMR showed a lack of
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response and rapid progression; that tumour sample was
characterized by marked geographic heterogeneity of
MLHTI1 protein on immunohistochemical staining [10].

C) Progression to treatment. Given that mechanisms of
clonal selection have already been described as escape
strategies for different cancers to different targeted treat-
ments, we initially hypothesized that MSI heterogeneity
(and therefore the expansion of MSS sub-clones) could
have been the major driver of acquired resistance.
Notwithstanding, contrary to our expectations, molecular
testing on re-biopsy at the time of progression documented
a homogenous dMMR pattern. Unfortunately, the very
limited tumoural content of the small biopsy performed at
progression did not allow additional analyses.

How does heterogeneity affect emerging markers of ICI
efficacy?

TMB is a validated biomarker of ICI response in meta-
static melanoma, NSCLC and urothelial bladder cancer
[22, 23]. In mCRC, TMB is correlated with MSI status
[24] and recent data suggest a role as an independent
biomarker of ICI efficacy [25]. WGS and RNA-seq ana-
lysis showed consistent findings in our case: MSI areas
had high TMB, whereas MSS areas had low TMB.

Similar results were found for tumour infiltrating
lymphocytes (TILs). Samples were defined as having
high levels of TILs when >2.0 per high power field (HPF,
40x) or as having low levels of TILs when < 2.0 [26]. In
all analysed specimens, we found high levels of TILs in
MSI areas (consistently higher than 3.0) and no TILs in
MSS areas (Additional file 1: Figure S1). Similarly, a high
number of TILs was observed in the post-treatment
MSI-high biopsy sample (i.e., 4.2). Galon et al. previously
demonstrated this correlation between MSI-high status
and immune infiltration of the tumour [27]. The number
of TILs as predictive markers of response to ICI is
currently under investigation by our group.

In addition to the main topics discussed above, we also
report the relatively uncommon response to regorafenib.
In the CORRECT trial, only 5 patients out of 500 treated
with regorafenib achieved a partial response (ORR 1.0%)
[28]. Therefore, the dimensional decrease and the clear
necrotic effects of targeted lesions obtained by our
patient were somewhat surprising. Nevertheless, it is
interesting to note that expression results are in line
with what was previously reported by Teufel et al. [29]
regarding a greater efficacy of regorafenib in patients
assigned to the consensus molecular subgroup (CMS) 2
(canonical). This evidence is preliminary, and there are
no clinical implications at present.

Taken together, the information derived from the
present case underlines the importance of critical and
rigorous observation of patients in clinical practice, which
can be crucial for collecting important data complementary
to those derived from large prospective clinical trials.
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Supplementary information
Supplementary information accompanies this paper at https://doi.org/10.
1186/540425-019-0788-5.

Additional file 1: Figure S1. A-B-C) Tumoural areas with MMR profi-
ciency showing no tumour infiltrating lymphocytes (TILs). D-E-F)
Tumoural areas with MMR deficiency with high levels of TILs (black ar-
rows indicating infiltrating lymphoctyes). Scale bar indicates 50 um.

Additional file 2. Detailed genomic and transcriptomic analyses report
for MMRp/MSS tumoral area.

Additional file 3. Detailed genomic and transcriptomic analyses report
for MMRd/MSI tumoral area.

Abbreviations

CRC: Colorectal cancer; CT: Computed tomography; dMMR: deficiency in
DNA mismatch repair; EPCAM: Epithelial cell adhesion molecule; ICl: Immune
checkpoint inhibitors; IHC: Immunohistochemistry; MSI: Microsatellite
instability; pMMR: proficiency in DNA mismatch repair; RNA-Seq: Whole-
transcriptome RNA sequencing; TiLs: Tumour-infiltrating lymphocytes;

WGS: Whole-genome sequencing

Acknowledgements
N/A

Authors’ contributions
All the authors have contributed to manuscript writing and approved its
final content in the present form.

Funding
Partially funded By Regione Veneto - Project RP-2014-00000395.

Availability of data and materials
The data analysed during the current report are available from the
corresponding author on reasonable request.

Ethics approval and consent to participate
The patient consented to all the reported procedure when indicated,
according to local regulations and Ethics authority.

Consent for publication
The patient himself consented to reporting the present case.

Competing interests
The authors declare that they have no competing interests.

Author details

'Unit of Medical Oncology 1, Department of Oncology, Veneto Institute of
Oncology, IRCCS, Via Gattamelata, 64 35128 Padua, Italy. 2Department of
Oncology, University of Padua, Padua, Italy. *Department of Medicine
(DIMED), Surgical Pathology & Cytopathology Unit, University of Padua,
Padua University Hospital, Padua, Italy. “Department of Pathology and
Molecular Genetics, Treviso General Hospital, Treviso, Italy. *Nantomics, LLC,
Santa Cruz, CA, USA.

Received: 4 September 2019 Accepted: 23 October 2019
Published online: 08 November 2019

References

1. Sepulveda AR, Hamilton SR, Allegra CJ, et al. Molecular biomarkers for the
evaluation of colorectal cancer: guideline from the American Society for
Clinical Pathology, College of American Pathologists, Association for
Molecular Pathology, and the American Society of Clinical Oncology. J Clin
Oncol. 2017;35:1453-86.

2. Rubenstein JH, Enns R, Heidelbaugh J, et al. American gastroenterological
association institute guideline on the diagnosis and management of lynch
syndrome. Gastroenterology. 2015;149:777-82; quiz e16-7.

3. Ribic CM, Sargent DJ, Moore MJ, et al. Tumor microsatellite-instability status
as a predictor of benefit from fluorouracil-based adjuvant chemotherapy for
colon cancer. N Engl J Med. 2003;349:247-57.

20.

21.

22.

23.

24.

25.

26.

Page 6 of 7

Jover R, Zapater P, Castells A, et al. The efficacy of adjuvant chemotherapy
with 5-fluorouracil in colorectal cancer depends on the mismatch repair
status. Eur J Cancer. 2009;45:365-73.

Overman MJ, McDermott R, Leach JL, et al. Nivolumab in patients with
metastatic DNA mismatch repair-deficient or microsatellite instability-high
colorectal cancer (CheckMate 142): an open-label, multicentre, phase 2
study. Lancet Oncol. 2017;18:1182-91.

Overman MJ, Lonardi S, Wong KYM, et al. Durable clinical benefit with
nivolumab plus ipilimumab in DNA mismatch repair-deficient/
microsatellite instability-high metastatic colorectal cancer. J Clin Oncol.
2018,36:773-9.

Longo DL. Tumor heterogeneity and personalized medicine. N Engl J Med.
2012,366:956-7.

Vogelstein B, Papadopoulos N, Velculescu VE, et al. Cancer genome
landscapes. Science. 2013;339:1546-58.

Suzuki Y, Ng SB, Chua C, et al. Multiregion ultra-deep sequencing reveals
early intermixing and variable levels of intratumoral heterogeneity in
colorectal cancer. Mol Oncol. 2017;11:124-39.

Kim ST, Cristescu R, Bass AJ, et al. Comprehensive molecular characterization
of clinical responses to PD-1 inhibition in metastatic gastric cancer. Nat
Med. 2018;24:1449-58.

Yim KL. Microsatellite instability in metastatic colorectal cancer: a review of
pathology, response to chemotherapy and clinical outcome. Med Oncol.
2012,29:1796-801.

Chapusot C, Martin L, Bouvier AM, et al. Microsatellite instability and
intratumoural heterogeneity in 100 right-sided sporadic colon carcinomas.
Br J Cancer. 2002;87:400-4.

Joost P, Veurink N, Holck S, et al. Heterogenous mismatch-repair status in colorectal
cancer. Diagn Pathol. 2014,9:126. https//doiorg/10.1186/1746-1596-9-126.
Tachon G, Frouin E, Karayan-Tapon L, et al. Heterogeneity of mismatch
repair defect in colorectal cancer and its implications in clinical practice. Eur
J Cancer. 2018;95:112-6.

Remo A, Fassan M, Lanza G. Immunohistochemical evaluation of mismatch
repair proteins in colorectal carcinoma: the AIFEG/GIPAD proposal.
Pathologica. 2016;108:104-9.

Guinney J, Dienstmann R, Wang X, et al. The consensus molecular subtypes
of colorectal cancer. Nat Med. 2015;21:1350-6.

Watson N, Grieu F, Morris M, et al. Heterogeneous staining for mismatch
repair proteins during population-based prescreening for hereditary
nonpolyposis colorectal cancer. J Mol Diagn. 2007,9:472-8.

De Mestier L, Manceau G, Neuzillet C, et al. Primary tumor resection in
colorectal cancer with unresectable synchronous metastases: a review.
World J Gastrointest Oncol. 2014:6(6):156-69.

Cohen R, Hain E, Buhard O, et al. Association of Primary Resistance to
immune checkpoint inhibitors in metastatic colorectal Cancer with
misdiagnosis of microsatellite instability or mismatch repair deficiency
status. JAMA Oncol. 2019;5(4):551-5.

Saridaki Z, Saegart X, De Vriendt V, et al. KRAS, NRAS, BRAF mutation
comparison of endoscopic and surgically removed primary CRC paired
samples: is endoscopy biopsy material adequate for molecular evaluation?
Br J Cancer. 2015;113(6):914-20.

Overman MJ, Lonardi S, Leone F. Nivolumab in patients with DNA
mismatch repair deficient/microsatellite instability high metastatic
colorectal cancer: Update from CheckMate 142. J Clin Oncol. 2017;35(4_
suppl):519.

Goodman AM, Kato S, Bazhenova L, et al. Tumor mutational burden as an
independent predictor of response to immunotherapy in diverse cancers.
Mol Cancer Ther. 2017;16(11):2598-608.

Rizvi NA, Hellmann MD, Snyder A, et al. Cancer immunology. Mutational
landscape determines sensitivity to PD-1 blockade in non-small cell lung
cancer. Science. 2015;348(6230):124-8.

Vareki SM. High and low mutational burden tumors versus immunologically
hot and cold tumors and response to immune checkpoint inhibitors. J
Immunother Cancer. 2018,6:157.

Schrock AB, Ouyang C, Sandhu J, et al. Tumor mutational burden is
predictive of response to immune checkpoint inhibitors in MSI-high
metastatic colorectal cancer. Ann Oncol. 2019;30(7):1096-1103. https://doi.
0rg/10.1093/annonc/mdz134.

Williams DS, Mouradov D, Jorissen RN, et al. Lymphocytic response to
tumour and deficient DNA mismatch repair identify subtypes of stage II/ll
colorectal cancer associated with patient outcomes. Gut. 2018.


https://doi.org/10.1186/s40425-019-0788-5
https://doi.org/10.1186/s40425-019-0788-5
https://doi.org/10.1186/1746-1596-9-126
https://doi.org/10.1093/annonc/mdz134
https://doi.org/10.1093/annonc/mdz134

Loupakis et al. Journal for ImmunoTherapy of Cancer

27.

28.

29.

(2019) 7:297

Galon J, Costes A, Sanchez-Cabo F, et al. Type, density, and location of
immune cells within human colorectal tumors predict clinical outcome.
Science. 2006;313(5795):1960-4.

Grothey A, Van Cutsem E, Sobrero A, et al. Regorafenib monotherapy for
previously treated metastatic colorectal cancer (CORRECT): an international,
multicentre, randomised, placebo-controlled, phase 3 trial. Lancet. 2013;
381(9863):303-12.

Teufel M, Schwenke S, Seidel H, et al. Molecular subtype and outcomes in
regorafenib-treated patients with metastatic colorectal cancer enrolled in
CORRECT trial: ASCO; 2015;33(15_suppl)3558.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in
published maps and institutional affiliations.

Page 7 of 7

Ready to submit your research? Choose BMC and benefit from:

e fast, convenient online submission

o thorough peer review by experienced researchers in your field

 rapid publication on acceptance

o support for research data, including large and complex data types

e gold Open Access which fosters wider collaboration and increased citations
e maximum visibility for your research: over 100M website views per year

K BMC

At BMC, research is always in progress.

Learn more biomedcentral.com/submissions




	Abstract
	Background
	Case presentation
	Conclusions

	Background
	Case presentation
	Discussion and conclusions
	Supplementary information
	Abbreviations
	Acknowledgements
	Authors’ contributions
	Funding
	Availability of data and materials
	Ethics approval and consent to participate
	Consent for publication
	Competing interests
	Author details
	References
	Publisher’s Note

