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Abstract 

Incidence of multiple primary malignancies is reportedly 
increasing globally. Limited cases of triple metachronous 
cancers are available in the literature. Here, we report a 
case of a female with an unusual combination of triple 
metachronous malignancy over a span of 15 years 
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Introduction
The incidence of multiple primary malignancies is 

on the rise. Occurrence of two metachronous primary 
malignancy is more common than before but more than 
two metachronous malignancies remains rare. Very few 
case reports of ‘true’ metachronous malignancies are 
available in literature where all the three or more cancers 
were metachronous to each other. Here, we report an 
unusual combination of triple metachronous malignancy 
in a female patient that has not been reported before in 
the literature.

Case Presentation
A 59 years old female presented with complaint 

of lower abdominal pain with significant weight loss. 
She was evaluated with fluoro-deoxyglucose positron 
emission tomography and computed tomography that 
showed standard uptake value of 10.4 in 3.9cm length 
of recto-sigmoid area. She underwent total mesorectal 
excision and histopathology was suggestive of mucinous 
adenocarcinoma (Fig.IA) reaching up to serosa without 
lymph node involvement. She was diagnosed as recto-
sigmoid cancer and staged as pT3N0. Patient had a history 
of papillary adenocarcinoma (Fig.IB) of endometrium 15 
years back for which she had undergone total abdominal 
hysterectomy with bilateral salpingo-oophorectomy 
followed by external beam radiation of 50Gy in 25 fractions 
and intracavitary radiation. Six years on follow up, she 
presented with swelling in right nasal cavity. Mass was 
excised and histopathology was suggestive of squamous 
cell carcinoma (Fig.IC) of nasal cavity with clear margins, 
following which she was on follow up for next 9 years.

Discussion
The incidence of new primary in cancer survivors 

is increasing as a result of lifestyle changes, use of 
alcohol and tobacco, genetic susceptibility, presence of 
carcinogens in the environment and previous oncological 
treatment. Improvement in diagnostic and screening 
modalities along with better treatment options have led 
to longer survival that gives time for carcinogenesis and 
effects of molecular changes of age to occur. As many 
cancers have common etiological factors, it makes patient 
susceptible to occurrence of other cancers.(1)

Multiple primary malignancies (MPM) is said to 
occur when each of the tumour is disconnected, occurs 
at different sites, is confirmed by histopathology with 
pathomorphological features and is not suspicious for 
metastasis.(2) If the new primary is discovered within 
6 months of initial diagnosis, it is considered to be 
synchronous MPM whereas, if the incidence is beyond 
that, it is said metachronous.(3) 

Cancer survivors have a 14% more risk of developing a 
second primary than general population with a higher risk 
in females. Occurrence of more than two primary cancers 
is rare with less than 0.5% chance of three malignancies.
(4) So, cancer patients should be closely followed up and 
clinical features like atypical site of metastatic spread, 
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high tumour burden relative to tumour marker and 
suspicious lesions on follow up must be evaluated.(5)

The case reported here had a relatively better prognosis 
due to identification of endometrial cancer in early stage 
where surgery and adjuvant radiation was possible. 
Patient remained disease free for 6 years. The second 
tumour occurred in nasal cavity, which was symptomatic 
in the initial stage and hence was detected early. Due to 
the significant difference between the locations of the two 
sites above, the second malignancy cannot be said to be 
result of treatment modality used for the first malignancy. 
As the surgical margins were clear, she was kept on close 
follow up. However after 9 years, she was diagnosed 
with stage II recto-sigmoid cancer. Due to good general 
condition of the patient, she was able to tolerate multiple 
types of oncological treatment.

As the treatment guidelines of MPM are not defined, 
treatment should be specific to each patient, type of 
tumour, prior treatment modality and temporal association. 
Although, the prognosis remains poor in MPM compared 
to new cancer cases, early diagnosis of MPM will allow 
for wider treatment options and better prognosis as was 
in our case.

Occurrence of EC in pre-menopausal females is 
attributed to germline or somatic mutation. Hereditary 
syndromes like Lynch Syndrome (LS) is an autosomal 
dominant condition due to germline inactivation in any 
of the four DNA mismatch repair genes - MLH1, MSH2, 
MSH6 or PMS2. LS is found in 3-5% of all CRC and 2-3% 
of EC.(6) 

Our case had endometrial cancer at less than 50 years 
which suggests >20-25 % chance for LS. Occurrence 
of metachronous CRC in this case also increases the 
suspicion for LS.(7) Unfortunately, we could not get genetic 
testing done for the patient. 

In the literature, only thirteen ‘true’ metachronous triple 
malignancies cases (Table1) have been reported till date 
where colon, endometrium or nasal cavity was involved. 7 
cases were female while 6 were male with average age of 
diagnosis was 52 years. The average disease free interval 
(DFI) between first and second malignancy was 5.6 years 
whereas between second and third malignancy was 4 
years. However, our case first reported at 44 years of age 
and had a DFI of 6 years and 9 years respectively.

Conclusion:
The combination of Endometrial carcinoma, Recto-

sigmoid Cancer and Nasal Squamous cell carcinoma in 
a single case has never been reported till now, making it 
first ever case report of its kind. Our case emphasizes the 
need of close follow up of cancer patients after definitive 

treatment even in early stage cancer. Genetic testing 
should be popularised to identify at risk patients for early 
treatment.
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Triple ‘true’ metachronous cancers, Aashita, et. al.

Han et al11 Nose 
Urinary bladder 
Lung 

Basal cell Ca 
TCC 
SCC 

Male 66 yrs 
68 yrs 
74 yrs 

Hung et 
al12 

Gastric 
Breast 
Colon 

Signet ring cell 
ILC 
AdenoCa 

Female 43 yrs 
49 yrs 
51 yrs 

Subtotal gastrectomy 
MRM + CT 
Hemicolectomy + CT 

NA 
6 yrs 
2 yrs 

Lee et al13 Breast 
Lung 
Colon 

IDC 
AdenoCa 
AdenoCa 

Female 69 yrs 
71 yrs 
74 yrs 

MRM 
Surgery + Oral CT 
Hemicolectomy 

NA 
2 yrs 
3 yrs 

Nakada et 
al14 

Colon 
Stomach 
Gall bladder 

AdenoCa 
AdenoCa 
AdenoCa 

Male 61 yrs 
63 yrs 
69 yrs 

Resection 
Distal gastrectomy 
Cholecystectomy 

NA 
16 months 
65 months 

Badan et 
al15 

Vulva 
Endometrial 
Thyroid 

SCC 
Endometroid 
Papillary 

Female 53 yrs 
60 yrs 
62 yrs 

Vulvectomy with right inguinal 
lymphadenectomy 
total hysterectomy and bilateral 
adnexectomy, and EBRT 
NA 

NA 
7 yrs 
2 yrs 

Badan et 
al15 

Thyroid 
Colon 
Prostate 

Papillary 
AdenoCa 
AdenoCa 

Male 46 yrs 
48 yrs 
54 yrs 

Total thyroidectomy and selective 
lymphadenectomy with radio-iodine 
treatment 
hemicolectomy and liver metastases 
resection + CT 
prostatectomy 

NA 
2 yrs 
6 yrs 

Oztop et 
al16 

Rectal 
Prostate 
Chronic myeloid 
leukemia 

NA 
NA 
Chronic myeloid 
leukemia 

Male 76 yrs 
78 yrs 
79 yrs 

Resection + CT 
hormonalT + palliative RT 
Imatinib 

NA 
30 months 
12 months 

Suzuki et 
al17 

Uterus Ca 
Breast Ca 
Tongue Ca 

? 
? 
SCC 

Female 48 yrs 
65 yrs 
68 yrs 

NA NA 
17 yrs 
3 yrs 

Suzuki et 
al17 

Uterine Ca 
Breast Ca 
Thyroid 

Leiomyosarcoma 
AdenoCa 
Papillary  

Female 45 yrs 
52 yrs 
54 yrs 

NA NA 
7 yrs 
2 yrs 

Suzuki et 
al17 

Larynx 
Epipharynx 
Colon 

SCC 
SCC 
AdenoCa 

Male 65 yrs 
70 yrs 
74 yrs 

NA NA 
5 yrs 
4 yrs 

Author Triple Malignancy HPE Gender Age at 
diagnosis 

Treatment given Disease free 
interval 

Our case Endometrial Ca 
Nasal Ca 
Colorectal Ca 

AdenoCa 
SCC 
AdenoCa 

Female 44 yrs 
50 yrs 
59 yrs 

TAH + BSO + EBRT 
Excision 
TME + Adjuvant CT 

NA 
6 years 
9 years 

Li et al8 Endometrial 
Colon 
Breast 

AdenoCa 
AdenoCa 
IDC 

Female 48 yrs 
57 yrs 
67 yrs 

Radical hysterectomy + EBRT 
Hemicolectomy + Adjuvant CT 
Mastectomy + SLN biopsy 

NA 
9 yrs 
11 yrs 

Iioka et 
al9 

Rectum 
Gastric 
Esophagus 

AdenoCa 
AdenoCa 
SCC 

Male 60 yrs 
65 yrs 
68 yrs 

Resection 
Gastrectomy 
EBRT 

NA 
5 yrs 
6 yrs 

Fletcher 
et al10 

Breast Ca 
Multiple myeloma 
Endometrial Ca 

Infiltrating lobular ca 
Multiple myeloma 
AdenoCa 

Female 61 yrs 
68 yrs 
69 yrs 

MRM 
CT 
TAH + BSO 

NA 
7 yrs 
10 months 

Excision + EBRT 
cystectomy 
CT + EBRT 

NA 
2 yrs 
6 yrs 

Table1: Triple “true” metachronous malignancy with endometrial cancer or colorectal cancer or nasal cavity cancer reported in the 
literature.
(AdenoCa- adenocarcinoma, SCC- squamous cell carcinoma, TAH + BSO - total abdominal hysterectomy and bilateral salpingo-oophorectomy, 
EBRT - external beam radiation, TME - total mesolectal excision, CT - chemotherapy, NA - not applicable, IDC/ ILC - infiltrating ductal/ lobular 
carcinoma, TCC - transitional cell carcinoma, MRM - modified radical mastectomy)
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Figure:- Fig. IA - HPE of Mucinous Adenocarcinoma; IB - HPE of Endometrial carcinoma; IC - HPE of squamous cell carcinoma

Fig. IA - HPE of Mucinous Adenocarcinoma Fig. IB - HPE of Endometrial carcinoma Fig. IC - HPE of squamous cell carcinoma


