
 

 

Introduction 

Now-a-days the malignant tumor is thought to 
be the new global pandemic. The International 
Agency for Research on Cancer reported that, 
there were 14.1 million new cancer cases and 
8.2 million cancer deaths in 2012. In the light of 
studies, it can be assumed that if this continues 
at this rate, the global cancer burden is expected 
to increase to 21.7 million cases and 13 million 
deaths by 2030. About 1,688,780 new cancer ca-
ses are expected to be diagnosed within 2017. 1 

Multiple primary malignancy is a special phe-
nomenon in carcinogenesis that is beginning to 
become better understood due to a number of 
studies worldwide. In multiple primary malig-
nancies, there are two or more synchronous 
(simultaneous) or metachronous (successive) 
cancer in the same individual originating from 
the different sites and/or are of a different 
histology or morphology group.  The term was 
first described by Billroth at the end of the 19th 
century2 and reported in a detailed study by 
Warren and Gates.3 

The incidence of multiple primary malignancies 
has been reported to range from 0.7% to 11.7% 
and the incidence seems to increase with 
age.4 In different geographical regions, the inci-
dence, characteristics, and survival rates asso-
ciated with multiple primary malignancies have 
been found to be diverse. Whenever found, 
they compel us to think regarding the 
pathogenetic factors of hereditary, immunolo-
gical or environmental5 as well as become a 
troublesome issue to both patients and clini-
cians because of limited therapeutic options 

available to date. 

The occurrence of two primary malignancies in 
a single individual has been reported with low 
incidence. The event of three or more is rela-
tively rare to be reported. The aim of this paper 
is to report two cases; first one being  a meta-
chronous three primaries of unusual combina-
tion and second one is a synchronous pheno-
menon of two primaries.  
 

Case Report 

Case 1 

The first case, a 65 year old man, ex-smoker (20 
pack year), hypertensive and diabetic, was 
admitted to the hospital in 2006 for the evalua-
tion of cough and shortness of breath. A thy-
roid swelling was noticed at that time but the 
patient refused to undergo any further assess-
ment for the nodule which he stated to be 
present for quite a long time and he was dis-
charged with only symptomatic management 
options. In 2008, he underwent CT guided 
FNAC from the anterior mediastinal mass 
which revealed follicular neoplasm of thyroid 
arising from the retrosternal goiter. Again he 
refused to take any definitive treatment. 

From 2008 onwards, he was only followed up 
by doing some routine investigations and a 
further USG-guided FNAC from thyroid swe-
lling which revealed the same. In 2011, he was 
incidentally diagnosed as neuroendocrine 
tumor of the duodenum (cytologically proven, 
moderately differentiated) while performing 
endoscopy of the upper GIT due to some 
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Two cases of multiple primary malignancies (two or more neoplasms without any relationship 
between them) are presented in this paper. The first case (65 years) was a male in whom 
follicular carcinoma of thyroid, metachronous neuroendocrine tumor of duodenum and urinary 
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(65 years) was a female with synchronous dual malignancy of lung and urinary bladder 
diagnosed within a very short period of time.  
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abdominal discomfort. No definite management 
was given and he was advised to take 6-monthly 
follow up. 

In August 2016, the patient started noticing right 
sided loin pain and hematuria. The USG of whole 
abdomen revealed soft tissue mass in the left vesical 
wall. He underwent urethro-cystoscopy followed 
by transurethral resection of the urinary bladder 
tumor in January 2017 and histopathology of the 
resected specimen confirmed as Grade II transi-
tional cell carcinoma of the urinary bladder. 

Two months later, follow-up the USG of the whole 
abdomen revealed the possible residual or recurrent 
urinary bladder tumor. So, he was admitted again 
and treated with diathermy coagulation of the 
bladder tumor under sub-arachnoid block. 

Shortly after that, the patient developed cough and 
chest pain. Diagnostic work up with contrast 
enhanced18 F-FDG of the whole body was perfor-
med which showed active disease in the right lobe 
of the thyroid, non-FDG avid bilateral possible 
metastatic lung nodules, low grade activity in 
sternal lytic lesion (Figure 1). No metabolic activity 
was shown in the duodenal thickening and urinary 
bladder wall or elsewhere in the body. 

The patient was again admitted due to intractable 
cough, hemoptysis, shortness of breath and genera-
lized weakness. CT scan of the chest with contrast 
revealed multiple nodular lesions of variable sizes 
in all lobes of both lung fields (Figure 2). No further 
histopathological proof of that lung nodules could 
be done to search for the origin as patient’s 
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Figure 1. PET-CT scan showing active disease in the enhancing necrotic mass in the 
right lobe of thyroid, non-FDG avid bilateral lung nodules appear metastatic,low 
grade metabolic activity in the soft tissue component of sternal lytic lesions appear 
metastatic 

Figure 2: CT scan of chest showing bilateral lung nodules 



 

 

condition was gradually deteriorating. He was 
shifted under Palliative Medicine care and the 
battle against cancer came to an end on 22nd 
September, 2017.      
Case 2 

The second case refers to a 65 year old woman, 
with a past medical history of hypertension and 
diabetes, presented in September 2017 with the 
progressive shortness of breath, right-sided chest 
pain, and occasional fever. After proper evaluation, 
she was diagnosed as having urinary bladder 
neoplasm evident from the USG of the whole 
abdomen and post-contrast CT scan of the whole 
abdomen (Figure 3) and right-sided pleural 
effusion. Though on repeated query, she denied 
any history which could be matched with the 
urinary bladder mass. Tube thoracostomy was 
done which drained hemorrhagic pleural fluid and 
pleural fluid study along with pleural biopsy was 
sent for further assessment. 

Pleural fluid analysis revealed metastatic adenocar-
cinoma compatible with lung primary.  

 A multidisciplinary approach was then offered to 
the patient and her family involving chest physi-
cian, medical oncologist and urologist. Meanwhile, 
CT guided FNAC from the right lung mass came as 
adenocarcinoma (Figure 4). Cystoscopy with 
transurethral resection of bladder tumor was plan-
ed and then performed under sub-arachnoid block 
and bladder biopsies were taken. Histopathologi-
cally, it was confirmed as Grade III transitional cell 
carcinoma of the urinary bladder.  

Shortly after that, the general condition of the 
patient deteriorated markedly and without getting 
any further treatment option, she died on October 
27, 2017.  

 

Discussion 

Over the time, the concept and perception of MPMs 
have quite changed. The International Associ-ation 
of Cancer Registries and International Agency for 
Research on Cancer (IACR/IARC) and Surveillance 
Epidemiology and End Results (SEER) project 
deliver the two most accepted definitions based on 
interval period of development of primaries.6   The 
IARC proposes an interval of less than 6 months  in 
case of synchronous  and more than 6 months are 
applicable for metachronous tumors. A 2-month 
period to distinguish between synchronous and 
metachronous multiple primaries are recommen-
ded according to the SEER database. 

For the accurate classification of multiple prima-
ries, each tumor must have distinct entity, each 

Figure 3: Soft tissue mass at postero-right lateral wall of urinary bladder  

Figure 4: CT guided FNAC from soft tissue mass at right middle lung  
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tumor must exhibit definite features of malignancies 
and each tumor must not be a metastasis of 
another.7 Tumors of varying histologies but 
originating from the same anatomical site can be 
considered multiple.  

Schoenberg et al. reported that cancer patients have 
1.29 times risk of developing a new malignancy.8 
Rasmy et al. mentioned that multiple primary 
malignancies are common, in a study encountered 
in 3–5% of malignant tumors which are most often 
secondary, triple tumors occur in only 0.5%, 
quadruple tumors in 0.3% of malignant tumors.9 

In this series, the first case is three primary 
malignant metachronous tumors affecting the 
thyroid, duodenum and urinary bladder. The most 
recent event was bilateral lung nodules , but the 
possibility of lung primary couldn’t be ruled out 
histopathologically due to general debility. The case 
is worthy mentioning here because clustering of 
three primary malignancies and 4th one to be either 
lung primary or secondary from other site is of rare 
occurrence in a single patient, and, to our know-
ledge, this combination of three carcinomas appear-
ing in the same patient has not been reported till 
now. Extensive literature study shows some syn-
chronous and metachronous triple combination of 
tumors mostly of renal, bladder and prostate 
origin.10 As the patient was a smoker (20-pack-year), 
we could associate this with the only detectable risk 
factor. Unfortunately, he couldn’t go through gene-
tic study to exhibit any concealed genetic mutation 
and we couldn’t correlate this to any treatment rela-
ted neoplasm or any syndromic case. 

The second case was however, a more ill-fated one. 
It was quite saddening as  any direct causal rela-
tionship, like- tobacco consumption, occupational 
exposure or family history couldn’t be considered. 
Moreover, she couldn’t be offered  any sort of 
treatment modality in the very brief period of time. 

Over the past years, the increasing occurance of 
subsequent primaries among the cancer survivors is 
observed due to a variety of unique factors. The 
increasing effectiveness of cancer therapies and the 
improvement of diagnostic tools have led to better 
survival rates among cancer patients.11 Caucasian 
ethnicity, diagnosis of index cancer at a relatively 
early age, overall indolent behavior of tumor, the 
persistent hormonal and environmental  provoking 
factors,  hereditary cancer predisposition and the 
delayed effect of therapies to promote a second 
cancer-all are recognized reported factors.12 

   

Conclusion 

No direct relationship could be detected to be the 
responsible factor in these two cases. 
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