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A 54-year-old male had his first colonoscopy screening before 
age 40 because of family history of colon cancer in his maternal 
grandmother. Initial colonoscopy was reportedly normal.  His 
last colonoscopy was greater than 10 years ago, after he noted 
a change in stool caliber. Colonoscopy revealed a nearly 
obstructive large fungating mass in the sigmoid colon which on 
biopsy was a moderately differentiated invasive adenocar-
cinoma with focal mucinous features.  KRAS mutated, BRAF 
wildtype with deficient mismatch repair proteins (dMMR) 
showing loss of nuclear expression of PMS2, compatible with 
microsatellite instability high (MSI-H).  Staging CT scans of 
chest, abdomen and pelvis showed a 5 cm area of thickened 
sigmoid colon as well as a large 8.8 x 6.7 cm mesenteric mass 
presumed to a nodal conglomerate. There was also a sclerotic 
T4 lesion suspicious for boney island vs osseous metastasis and 
1.5 cm paraesophageal lymph node.  
 
After consultation with surgical oncology, he was not felt to be 
at risk for imminent obstruction, and based on what appeared to 
be stage IV metastatic disease his treatment was based on 
Keynote-177 for MSI-H colon cancer.1 After 6 cycles of 
pembroluzimab there was minimal change in his mesenteric 
adenopathy, and small volume mediastinal adenopathy but 
improvement in the colonic thickening.  The questionable T4 
lesion was not felt to be malignant.  Given the discordant 
response, CT guided core needle biopsy of mesenteric mass was 
performed and revealed follicular lymphoma, grade 2 of 3, with 
immunohistochemistry (IHC) showing CD10, CD19, CD20, 
PAX5, BCL2 and BCL6 positivity, with similar immuno-
phenotype by flow cytometry.  Ki-67 was 15%, EBER-ISH was 
negative and FISH confirmed t(14;18). Following biopsy, he 
remained on pembroluzimab and underwent a sigmoid 
colectomy and lymph node sampling as well as surgical biopsy 
of mesenteric mass, which showed complete response in the 
sigmoid colon. Acellular mucin and biopsy tattoo were 
identified in surgical specimen confirming complete response. 
All 22 sampled lymph nodes were negative. Surgical biopsy of 
mesenteric mass again confirmed grade 2 follicular lymphoma.   
 
This patient has several interesting points of discussion. 
Although the role of immunotherapy is well established in 
advanced/palliative treatments adjuvant or neoadjuvant is not 
well defined. The literature includes case reports with responses 
in advanced rectal cancer and metastatic colon cancer. The 
NCCN panel lists it as the preferred approach in patients with 
pT4 disease, unresectable with locally advanced or oligometa-
static disease. This population is still initially managed 

surgically in MMR proficient disease.2-5 Because our patient 
had a complete response, optimal duration of therapy needs to 
be defined.  We know that dMMR/MSI-H has a ~40% response 
rate in advanced and metastatic disease with 11% complete 
response rate. In Keynote-177 patients were treated for two 
years. This is similar to other check point inhibitor clinical trials 
of advanced metastatic disease.1 In malignancies like triple 
negative breast cancer and malignant melanoma where adjuvant 
pembroluzimab is approved, duration is usually 1 year total in 
the absence of immune related adverse events.6,7      
 
This case illustrates efficacy of immunotherapy, as well as 
discussion of presumed metastatic disease as opposed to what 
we now know is synchronous or metachronous primary 
malignancies.  We do not know how long he had the follicular 
lymphoma prior to diagnosis. The patient was initially informed 
that he had incurable metastatic colon cancer, with treatment 
options and prognosis.  It is not common practice to document 
stage IV disease pathologically with highly suspicious imaging 
and tissue biopsy based on least invasive method.  This patient 
still has an incurable malignancy, with Stage IIIA follicular 
lymphoma, in addition to his stage II colon cancer, but his 
overall prognosis differs by years. 
 
In our practice we find increasing number of patients with syn-
chronous primary malignancies similar to this case. The number 
of multiple primary malignancies ranges from 2-17%.8 We 
speculate that frequency would be highest in malignancies that 
are smoking related and/or have genetic predispositions.  Our 
patient underwent germline testing, given his age and dMMR 
to rule out Lynch syndrome, which is a variant of undermined 
significance in MLH1.  Interesting MMR testing showed loss 
of nuclear expression of PMS2, which infers a somatic loss, 
with intact nuclear expression of MLH1. The role in our 
patient’s colon cancer is unknown but may not be pathologic.   
 
All indolent lymphomas including follicular lymphoma impact 
tumor immuno-surveillance.9 Presumably having follicular 
lymphoma for an unknown duration prior to diagnosis 
increased risk for a second primary cancer, in this case colon 
cancer.  A large population studies in the Netherlands from 
1989-2018 reported 20-year risk of a secondary malignancy  as 
high as 26%. The risk may be higher because they included 
squamous skin cancers.10      
 
A thorough discussion with patient, we presume that his 
follicular lymphoma contributed to his risk of developing colon 



  
 
cancer.  Although that would not necessarily change how we 
managed his colon cancer care in the future, we elected to treat 
as if this was adjuvant with anticipated 1 year duration of 
therapy. We adopted a watch and wait approach to his follicular 
lymphoma, but given his age, size and location of his 
lymphoma would have a low threshold for therapy.  This patient 
illustrates that particularly in younger, healthier patients. 
pathologic confirmation of stage IV disease can alter therapy. 
There should be a low threshold for biopsy of additional sites 
of disease.   
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