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Introduction 

Multiple primary malignancy (MPM) is 
defined as the presence of at least two 

primary malignancies in a single patient [1]. 

MPM can be divided into synchronous (de-
tection within six months from the first diag-
nosis) and metachronous (detection after six 
months from the first diagnosis) [2]. The inci-
dence rate of MPM among all malignancies is 
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Background: Dual primary malignancies, including colorectal (CRC) and gastric cancers 
(GC), are complicated cases due to the complexity of managing patients. Case Report: This 
case report presents a 62-year-old male patient with rectal and gastric adenocarcinomas. 
Initially, rectal adenocarcinoma after a complaint of hematochezia was diagnosed by prognostic 
modalities. The patient received total neoadjuvant therapy  with FOLFOX chemotherapy 
and chemoradiotherapy. After surgery, a complete pathological response was obtained. A 
few months later, gastric adenocarcinoma with persistent heartburn was detected through 
esophagogastroduodenoscopy (EGD). total neoadjuvant therapy with FOLFOX chemotherapy 
and chemoradiotherapy followed by total gastrectomy were prescribed. After gastrectomy, 
a complete pathological response was obtained. Conclusion: This case of synchronous 
CRC and GC, diagnosed 5 months apart, underscores the pivotal role of early detection and 
multidisciplinary management in achieving favorable outcomes. Complete pathologic responses 
in both malignancies following tailored TNT with FOLFOX and FLOT regimens, combined 
with surgical interventions, highlight the efficacy of personalized treatment strategies, even in 
resource-constrained settings. Continued research is essential to optimize diagnostic protocols, 
refine therapeutic approaches, and improve access to genetic testing for synchronous and 
metachronous malignancies, promoting equitable cancer care globally.
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reported to be approximately 0.7% to 11.7% 
[3-5].
CRC and GC are among the most prevalent 
secondary cancers for each other [6], with the 
reported incidence rate of GC in patients with 
CRC ranging from 2% to 2.4% [7-9].  Similar-
ly, the most commonly reported second prima-
ry cancer among GC patients is colorectal ad-
enocarcinoma [10]. In DPGCC, synchronous 
cancers have a worse prognosis compared to 
metachronous cancers [11]. Metachronous 
cancers exhibit a better treatment response for 
the first primary cancer. This is perhaps due to 
the increased surveillance following treatment 
of the first cancer, which allows the second 
cancer to be detected at an earlier stage and in 
time [12]. Alternatively, the explanation might 
lie in unexplained biological differences be-
tween the synchronous and metachronous 
groups. One study found that patients with 
metachronous DPGCC tended to be younger, 
had fewer comorbidities and had significantly 
higher 5-year overall survival rates than those 
with synchronous DPGCC [13].  Although the 
decision to undergo surgery can be difficult, 
early diagnosis and surgical resection  are cru-
cial factors in achieving better outcomes for 
patients with DPGCC [11]. This case study 
aims to improve the awareness and manage-
ment of dual primary cancers, specifically fo-
cusing on the prognosis and treatment of CRC 
and GC.

Case presentation

A 62-year-old male patient with a history of 
controlled diabetes mellitus was admitted to 
the hospital due to hematochezia in July 2023, 
for six months. The blood tests were normal 
except for iron deficiency anemia. The colo-
noscopic revealed an ulcerative rectal lesion 
located two to eight cm above the anal verge, 
but the procedure was incomplete due to par-
tial obstruction. A metastatic workup showed 
circumferential enhancement, but no distant 
metastasis was identified on the intravenous 
contrast-enhanced whole-body computed to-
mography (CT) scan. Liver and renal function 
tests were within their respective normal lim-
its and preoperative serum concentrations of 
carcinoembryonic antigen (CEA) and carbo-
hydrate antigen 19-9 (CA 19-9) were also nor-

mal. Due to the obstructive mass causing rec-
tal stenosis, pelvic MRI with endorectal coil 
and endorectal ultrasound (ERUS) were not 
performed. A biopsy of the lesion confirmed a 
diagnosis of well-differentiated adenocarcino-
ma. Genetic testing for hereditary and genetic 
syndromes was not performed due to financial 
constraints and the patient’s reluctance.
Following initial evaluations, the patient be-
gan treatment with a total neoadjuvant ther-
apy (TNT) protocol. This included whole 
pelvic chemoradiotherapy at 50.4 Gy in 28 
fractions (with concurrent capecitabine at 825 
mg/m² twice daily) and the FOLFOX regimen 
over eight cycles [oxaliplatin 85 mg/m² on 
day 1, leucovorin 200 mg/m² on day 1, 5-flu-
orouracil 400 mg/m² on day 1, and 5-fluoro-
uracil 2400 mg/m² as a 48-hour infusion ev-
ery two weeks]. One month after completing 
neoadjuvant therapy, the patient underwent 
low anterior resection and lateral lymph node 
dissection with a temporary colostomy. The 
pathology report from the surgery specimen 
indicated complete pathologic responses in 
both the primary tumor and regional lymph 
nodes (ypT0N0M0). After the initial diagno-
sis of rectal adenocarcinoma, when the patient 
was readmitted for closure of the temporary 
loop colostomy in December 2023, he report-
ed persistent heartburn unresponsive to H2 
blockers and proton pump inhibitors (PPIs). 
An esophagogastroduodenoscopy (EGD) re-
vealed an ulcerative malignant lesion in the 
cardia extending to the lesser curvature of the 
stomach. The biopsy of the above-mentioned 
lesion confirmed the diagnosis of well-dif-
ferentiated adenocarcinoma in the cardia and 
proximal stomach. Further molecular and im-
munohistochemistry assessments showed no 
PD-L1 and HER2 expression and stable mis-
match repair (MMR).
Subsequent endoscopic ultrasound (EUS) and 
a contrast-enhanced CT scan of the abdomen 
and pelvis were performed. The EUS report 
showed diffuse mucosal thickening of the 
gastric cardia and lower esophageal sphinc-
ter  (LES) containing a malignant lesion with 
a thickness of 11 mm and involvement of two 
regional lymph nodes. The CT scan report re-
vealed no remarkable data or evidence of dis-
tant metastasis. The staging of gastric cancer 
was cT3N1M0.  
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A multidisciplinary team (MDT) recommend-
ed neoadjuvant chemotherapy and chemora-
diotherapy for gastric cancer. The patient was 
prescribed FLOT chemotherapy [docetaxel 
50 mg/m2, oxaliplatin 85 mg/m2, leucovorin 
200 mg/m2, and fluorouracil 2600 mg/m2  as 
a 24-h infusion on day 1] followed by chemo-
radiotherapy(with concurrent paclitaxel at the 
dose of 50 mg/m2 and carboplatin with AUC 
of 2) was prescribed. 
Three months later, the patient underwent to-
tal gastrectomy, distal esophagectomy, and D2 
lymph node dissection. Pathologic evaluation 
showed a pathologic complete response in 
the primary tumor and regional lymph nodes 
(ypT0N0M0).
Table-1 provides a chronological summary 
of the key diagnostic and therapeutic events. 
This timeline outlines the sequence of inter-
ventions, from the initial diagnosis of rectal 
adenocarcinoma in July 2023 to the complete 
pathological responses achieved for both ma-
lignancies by April 2024. It highlights the 
multidisciplinary approach, including neoad-
juvant therapies (FOLFOX and FLOT regi-
mens) and surgical interventions (low anterior 
resection and total gastrectomy), which were 
critical to the successful management of this 
complex case.

Ethical Considerations

This case report was approved by the Insti-
tutional Ethics Committee of Sabzevar Uni-
versity of Medical Sciences, dated January 
7, 2025, under approval code IR.MEDSAB.
REC.1403.145. Written informed consent was 
obtained from the patient for the publication 
of this case report and any accompanying data, 
in accordance with the Declaration of Helsin-
ki. All patient information was anonymized to 
ensure confidentiality.

Discussion

Managing synchronous and metachronous 
dual primary cancers, such as CRC and GC, 
presents significant challenges in clinical 
practice. In this case, the synchronous diagno-
sis of rectal adenocarcinoma followed by gas-
tric adenocarcinoma 5 months later highlights 
the critical need for vigilant surveillance in 
patients with gastrointestinal malignancies. 
The initial rectal cancer, identified via colo-
noscopy prompted by hematochezia, was 
effectively managed with TNT using FOLF-
OX chemotherapy and chemoradiotherapy, 
followed by low anterior resection, achieving 
a complete pathologic response. The subse-

Table 1. Chronological Overview of Diagnostic and Therapeutic Events
Date Event Details

July 2023 Rectal cancer 
diagnosis

Colonoscopy and biopsy confirmed well-differentiated 
adenocarcinoma (cT2N0M0).

August–
October 2023

Neoadjuvant therapy 
for rectal cancer

Total neoadjuvant therapy (TNT): FOLFOX (8 cycles: 
oxaliplatin 85 mg/m², leucovorin 200 mg/m², 5-fluorouracil 

400 mg/m² bolus and 2400 mg/m² infusion) + chemoradiation 
(50.4 Gy in 28 fractions with capecitabine 825 mg/m² twice 

daily).

November 
2023 Rectal cancer surgery

Low anterior resection with lateral lymph node dissection and 
temporary colostomy; pathology showed complete response 

(ypT0N0M0).

December 2023 Gastric cancer 
diagnosis

EGD identified well-differentiated adenocarcinoma in the 
cardia extending to the lesser curvature (cT3N1M0); confirmed 

by biopsy, EUS, and CT scan.

January–March 
2024

Neoadjuvant therapy 
for gastric cancer

FLOT chemotherapy (4 cycles: docetaxel 50 mg/m², oxaliplatin 
85 mg/m², leucovorin 200 mg/m², 5-fluorouracil 2600 mg/m²) 
+ chemoradiation (paclitaxel 50 mg/m², carboplatin AUC 2).

April 2024 Gastric cancer 
surgery

Total gastrectomy, distal esophagectomy, and D2 lymph 
node dissection; pathology confirmed complete response 

(ypT0N0M0).
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quent detection of GC, triggered by persistent 
heartburn and confirmed through EGD, un-
derscores the importance of symptom-driven 
evaluations in CRC patients to identify syn-
chronous malignancies early.
Early detection of synchronous cancers sig-
nificantly improves patient outcomes [13, 14]. 
EGD, should be considered in patients diag-
nosed with CRC due to the documented in-
creased risk of a parallel malignancy within 
the GI tract. Studies report that synchronous 
CRC occurs in 1.1% to 8.1% of colorectal 
cancer patients, with specific studies estimat-
ing rates of approximately 5.6% to 5.7% de-
pending on diagnostic methods used [15, 16]. 
GC is the most commonly associated second 
primary cancer in patients with CRC, with an 
incidence of 2% to 2.4% reported in this pop-
ulation [8, 9]. A prospective study in Korea 
found that 2% of CRC patients had synchro-
nous gastric cancer, with 83.9% detected at an 
early stage via preoperative EGD, enabling 
minimally invasive treatments like endoscop-
ic mucosal resection in many cases [8]. These 
findings strongly support incorporating rou-
tine EGD into the diagnostic workup of CRC 
patients, particularly when gastrointestinal 
symptoms arise, to facilitate early detection 
of synchronous gastric cancers.
In this study, due to previously noted relative 
rectal stenosis, MRI was not feasible, and al-
though PET or PET/CT could have been im-
pactful, its use was precluded by guideline 
non-recommendation and limited instrumen-
tal resources [17, 18]. However, it should be 
noted that PET has variable sensitivity in de-
tecting GC, particularly in early-stage cases 
due to low detection rates and variable uptake 
influenced by the histological subtype [19]. 
In addition, PET/CT imaging provides an en-
hanced positive predictive value for lymph 
node metastasis and demonstrates superior 
sensitivity compared to CT alone [19]. The 
amalgamation of PET and CT imaging proves 
particularly advantageous for the assessment 
of distant metastases [19]. The differentia-
tion between metastatic disease and a second 
primary cancer holds significant importance, 
as it directly impacts the therapeutic strategy 
and overall prognosis. In this framework, the 
MDT decided to adopt a practical and accessi-
ble resource, that is, the contrast-enhanced CT 

scan, to aid their diagnostic evaluations. 
Hereditary cancer syndromes, such as Lynch 
syndrome, familial adenomatous polypo-
sis, Peutz-Jeghers syndrome, and hereditary 
gastric cancer, driven by mutations in APC, 
MMR, STK11, or CDH1 genes, increase the 
risk of dual primary cancers [20]. Genetic test-
ing is essential for risk stratification and guid-
ing surveillance for patients and their families, 
yet financial barriers and patient reluctance, 
as seen in this case, often hinder its adoption 
[21, 22]. Regardless of the recent decrease in 
genetic testing costs and the improvements 
in insurance support, many patients continue 
to decline testing, especially when it doesn’t 
influence their present therapeutic approach 
promptly. Nevertheless, genetic results can 
affect treatment recommendations; for in-
stance, individuals with PALB2, CHEK2, 
or TP53 mutations are generally counseled 
against radiation therapy owing to associated 
risks, although investigations in this domain 
are still evolving [23-25]. In the current case, 
the patient opted against genetic testing due to 
financial concerns and personal hesitance, and 
this highlights the persistent challenge of per-
suading patients to adopt genetic knowledge 
for comprehensive surveillance and familial 
risk management.
Therapeutic decisions for synchronous CRC 
and GC require nuanced judgment. The ini-
tial diagnosis of rectal adenocarcinoma in 
this patient led to the administration of the 
TNT protocol, which included FOLFOX 
chemotherapy and chemoradiotherapy, and 
underwent surgical intervention. However, 
after the diagnosis of GC, the question arose 
whether the patient, who had already under-
gone chemotherapy containing 5-fluorouracil 
and oxaliplatin, should proceed directly to 
surgery or, given the passage of time and the 
potential growth of the tumor, should under-
go to chemotherapy with the FLOT regimen 
and chemoradiotherapy before gastrectomy. 
Studies have shown greater efficacy of FLOT 
chemotherapy in treating GC [26]. While both 
the FOLFOX and FLOT regimens contain flu-
orouracil, leucovorin, and oxaliplatin, the ad-
dition of docetaxel in the FLOT regimen has 
been associated with improved survival out-
comes in patients with gastric cancer [26-28]. 
Based on the MDT’s assessment, switching 



GMJ.2025;14:e3742
www.gmj.ir

54 GMJ.2025;14:e3742
www.gmj.ir

Dual Primary Gastric and Rectal Adenocarcinoma Dastjerdi A, et al.

to the FLOT regimen was deemed appropri-
ate to maximize the therapeutic benefit before 
surgery. This decision aligns with current ev-
idence indicating that FLOT is preferable to 
FOLFOX for neoadjuvant treatment of resect-
able gastric cancer [26, 29, 30].
The successful pathologic results post-sur-
gery in this patient demonstrate the efficacy 
of the chosen therapeutic strategy. However, 
continuous close monitoring and flexibility in 
adjusting the treatment plan remain essential, 
particularly when managing synchronous ma-
lignancies that may respond differently to the 
same chemotherapy regimen.
The management of dual primary gastric and 
rectal adenocarcinomas in this case highlights 
the critical role of MDT in orchestrating 
precise diagnostics and tailored treatments, 
achieving complete pathologic responses for 
both malignancies. By integrating expertise 
from surgery, medical oncology, radiothera-
py, and nursing, the MDT enabled informed 
decisions. This collaboration enhanced coor-
dination and minimized errors, with studies 
indicating that 31% of treatment decisions 
are refined through MDT discussions [31]. 
The case outcomes align with data report-
ing a 3-year disease-free survival of 78% in 
MDT-managed patients versus 65% in non-
MDT groups, alongside a 2-year survival in-
crease from 58.6% to 65% [32, 33]. Despite 
challenges, such as the patient’s refusal of 
genetic testing due to financial concerns, the 
MDT maintained a patient-centric approach, 
demonstrating flexibility in treatment plan-
ning, though fully integrating patient prefer-
ences remains an area for improvement [34]. 
This case exemplifies the MDT’s strength in 
overcoming diagnostic and therapeutic bar-
riers to optimize outcomes in complex meta-
chronous cancer scenarios.
The pathologic outcome, specifically the com-
plete pathologic response in both the primary 
tumor and regional lymph nodes underscores 
the effectiveness of the multimodal treatment 
approach. Achieving a complete pathologic 
response is a strong predictor of favorable 
long-term outcomes in patients with gastric 
cancer. This case illustrates that with appro-
priate diagnostic and therapeutic interven-
tions, even patients with synchronous cancers 
can achieve excellent outcomes.

Limitations 
This case report has several limitations that 
merit consideration. Firstly, genetic testing to 
evaluate hereditary cancer syndromes, such 
as Lynch syndrome or familial adenomatous 
polyposis, was not performed due to finan-
cial constraints and the patient’s reluctance. 
The absence of molecular profiling limits our 
understanding of potential genetic predisposi-
tions, which could have informed long-term 
surveillance strategies for the patient and risk 
assessment for family members. Secondly, the 
inability to conduct pelvic MRI or endorec-
tal ultrasound (ERUS) due to rectal stenosis 
restricted precise pretreatment staging of the 
rectal tumor. This may have impacted the 
granularity of therapeutic planning, although 
contrast-enhanced CT provided sufficient 
staging information. Thirdly, advanced im-
aging modalities, such as PET/CT, were not 
utilized during the initial diagnostic workup 
due to resource limitations. PET/CT could 
have potentially facilitated earlier detection of 
the gastric malignancy, given its higher sen-
sitivity for lymph node and distant metasta-
ses compared to CT alone [19]. Finally, as a 
single case report, the findings are inherent-
ly limited in generalizability, and the short-
term follow-up period precludes assessment 
of long-term outcomes, such as recurrence or 
overall survival.
To address these limitations within the cur-
rent study, the multidisciplinary team relied 
on accessible diagnostic tools, including colo-
noscopy, esophagogastroduodenoscopy, and 
contrast-enhanced CT, which proved effective 
in achieving complete pathological responses 
for both malignancies. Comprehensive clini-
cal evaluations and tumor board discussions 
further compensated for the lack of advanced 
imaging and genetic data, ensuring tailored 
treatment decisions. For future studies, imple-
menting cost-effective screening protocols, 
such as routine EGD in patients diagnosed 
with colorectal cancer, could enhance early 
detection of synchronous gastrointestinal ma-
lignancies. Additionally, advocating for sub-
sidized genetic testing programs or expanded 
insurance coverage would improve access to 
critical risk stratification tools, enabling per-
sonalized surveillance and preventive strate-
gies. Incorporating PET/CT or other advanced 
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imaging modalities in resource-available set-
tings could further refine diagnostic accu-
racy. Lastly, prospective cohort studies with 
extended follow-up periods are essential to 
evaluate the long-term efficacy of neoadju-
vant therapies and surveillance protocols in 
patients with dual primary cancers. These 
strategies would mitigate diagnostic and ther-
apeutic barriers, ultimately improving patient 
outcomes and contributing to broader clinical 
knowledge.

Conclusion

This case report of synchronous dual primary 
CRC and GC, with gastric adenocarcinoma 
diagnosed 5 months after rectal adenocarci-
noma, illustrates the heightened risk of sec-
ondary gastrointestinal malignancies in CRC 
patients. The complete pathologic responses 
achieved in both cancers following TNT with 
FOLFOX for CRC and FLOT for GC, along-
side low anterior resection and total gastrec-
tomy, demonstrate the success of individual-
ized treatment strategies. These outcomes are 
consistent with studies emphasizing that early 
detection through symptom-driven surveil-
lance, such as EGD for persistent heartburn, 
significantly improves prognosis in synchro-
nous cancers [4, 7, 11]. Collaborative care, 
integrating surgical, medical, and radiation 
oncology expertise, was instrumental in navi-

gating the complexities of sequential diagno-
ses and treatments in a resource-constrained 
setting. The absence of genetic testing due to 
financial constraints highlights a critical bar-
rier to comprehensive risk assessment and fa-
milial counseling [19, 20]. Clinicians should 
maintain heightened awareness for secondary 
malignancies in CRC patients, particular-
ly when new symptoms arise, and consider 
timely diagnostic evaluations like endoscopy. 
Future research should focus on developing 
cost-effective screening strategies, standard-
izing therapeutic protocols for synchronous 
cancers, and addressing socioeconomic barri-
ers to genetic testing to enhance early detec-
tion, optimize outcomes, and ensure equitable 
access to care worldwide.
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