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Summary. A case of triple primary malignant neoplasms is reported: adenocarcinoma of 
the uterus at age 56 (histerectomy; no radiotherapy); mucinous adenocarcinoma of the 
caecum and anaplastic carcinoma of the stomach at age 70. The Authors have classified this 
case as one of multiple primary malignant neoplasms originating in uncorrelated organs. The 
patient 's family history is considered: her mother, a brother, a sister and two daughters died 
of malignant neoplasms of the digestive system. 

Clinical Abstract. )/[. C., born in Massa Marittima, 1901. The patient's mother, a brother, a 
sister and two daughters died of malignancies of the digestive system (stomach, colon). 
Menarche at age 14. Had four normal pregnancies. Menopause at age 53. Was in good health 
till age 56, when repeated uterine bleeding lead to her admission to a surgical Hospital, where 
she underwent diagnostic curettage. The histopathological diagnosis was "adenocarcinoma 
of the uterus".  The patient therefore underwent a hysterectomy according to Hertz. Since at 
the time of the operation the uterus and Fallopian tubes were free of adherences, no radio- 
therapy was given. In  1969 the patient presented worsening anemia, anorexia and adynamy, 
for which she was hospitalized the 24th of August, 1971. Anemia» diffuse edema, no chest 
abnormalities. An irregular firm tumor mass was found in the right lower quadrant of the 
abdomen. The patient had a right partial colectomy and ileotransversostomy. Careful ex- 
amination of the abdominal viscera during the operation revealed a tumor mass in the prepi- 
loric gastric wall and gastric lymphoadenopathy. Therefore, subsequently, partial gastrectomy 
and gastrojejunostomy according to Ofmeister-Finsterer were performed. The resected 
caecum presented a cauliflower-shaped polypoid mass, whereas the resected gastric wall presen- 
red a raised plaque with an ulcerous crater in the middle. The edge of the crater was hardened 
and folded out, and its base was necrotic and irregular. Three days after the operation, the 
patient developed bronchopneumonia and died. 

His to log ica l  F ind ings  

1. Material/rom Uterine Curettaffe (M. C. aged 56. Biopsy no. 2406, Inst. of Path. Anat. 
Univ. of Siena). The many areas that  were examined microscopically were entirely occupied by 
a disorderly glandular proliferation. Small islands and a slander branching connective tissue 
framework separate and support the glandular formations, many of which, however, are free- 
floating, suggesting that  they come from the surrounding glandular masses (Fig. 1). Some of 
the glandular formations appear to be isolated, whereas others are attached to a slender axis of 
edematous connective tissue, into which they sometimes invaginate. Many layers of elongated, 
highly eosinophilic cells line the glandular formations. Their elongated nuclei, which are offen 
located at one of the cell poles, have a coarse, dense chromatic network. Sometimes there are 
so many layers of these cells that  they appear as solid masses partially blocking the lumen and 
giving it a very tortuous outline (Fig. 2). Many of the cells lining the glands art  misshapen 
and have a large hyperchromatic nucleus, sometimes in atypical mitosis. 
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Fig. 1. Endometr ium (Biopsyno.2406, Inst.  of Path.  Anat.  Univ. of Siena). Disorderly glandular 
proliferation. Emat .  eos. 160:1 

Histopathological Diagnosis. Differenci~ted adenocarcinoma of the endometrium. 
2. Caecum (M. C. aged 70. Biopsy no. 18053, Inst.  of Path .  Anat.  Univ. of Siena). Normal 

mucosal areas gradually merge into an  area where there has been a substantial  loss of mutter.  
Here there are disorderly glandular agglomerates of various shapes and sizes sometimes 
tubular ,  sometimes cystic, sometimes branching around a solid axis of connective or epithelial 
tissue (Fig. 3). As one moves towards the muscolature, the  lumen of the glandular formations 
becomes more and more dilated, and  there appears an amorphous, colourless or pink material  
full of cellular debris and sloughed cells. This material,  first occupies only the  center of the  
glandular lumen, hu t  then  fills i t  entirely, leading to the  formation of large mucinous pools in 
the  muscolature. At  higher magnification, numerous atypical and monstruous cells can be 
seen among layers lining the glandular formations, as well as many  tri- and te trapolar  mitoses. 
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Fig. 2. Idem. Numerous layers of eells, many  in mitosis, line the  glandular formations. Emat .  
eos. 360 : 1 

Histopathological Diagnosis. Mucinous adenocarcinoma of the caecum. 
3. Stomach (M. C. aged 70. Biopsy no. 18052, Inst .  of Path.  Anat.  Univ. of Siena). At  the 

rim of an area of coagulative necrosis there is a proliferation of small and polymorphic ceils 
sometimes markedly atypical, and often in mitoses. These cells are arranged first in a sort of 
loose network and then  in cords t ha t  become more and  more densely packed unti l  they occupy 
most  of the wall (Fig. 4). Scattered among these cells are numerous amorphous, dishomo- 
geneous, eosinophilic areas dotted with small hyperchromatic  cells and  cellular debris. When 
the  actively proliferating cells are not  aligned in cords, they are arranged in gland-like struc- 
tures. However in most of them the  lumen is full of the same proliferating cells. 

Histopathological Diagnosis. Anaplastic gastric carcinoma. 
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Fig. 3. Caecum (Biopsy no. 18053, Inst. of Path. Anat. Univ. o~ Siena). Glandular agglomerates, 
often misshapen; towards the musculature, their lumina di|ate and appear full of an amorphous 

material with slowghed cells and cellular debris. Emat. eos. × 72 

In one of the Lymphnodes of the lesser gastric curvature the structure is entirely lost and 
the histopathological picture described for the gastric neõplasm is repeated (glands, clumps 
of epithelial cells, areas of coagulative necrosis). Only small islets of lymphoreticular tissue 
remain adjacent to the thickened capsu]e of the lymphnode. 

Histopathological Diagnosis. Cancerous invasion of the lymphnode. 

Discussion 

One of the most  frequently used systems for classification of multiple p r imary  
ma]ignancies is Lund ' s  (1933): 1) multiple p r imary  malignant  neoplasms with 
multicentric origins: a) in the same organ and tissue; b) in a common contiguous 
tissue involving different organs; 2) multiple p r imary  malignant  neoplasms in 
different organs or tissues, and 3) types i and 2 combined. Though with reser- 
vation, due to the difficulty of distinguishing a metastasis from a second or 
thi rd  pr imary  neop]asm (Moertel, 1966), we have classified our case as one of 
multiple p r imary  malignant  neoplasms originating in different organs. I t  is a case 
of mal ignant  tumors  with clearly distinct histopathological pictures (according 
to Warren  and Gares's, 1932, criteria): dffferenciated adenocarcinoma of the 
endometr ium, mucinous adenocarcinoma of the colon, and highly anaplastic 
carcinoma of the stomach.  

The adenocarcinoma of the endometr ium preceded the simultaneous devel- 
opment  of the carcinoma of the colon and s tomach by  14 years (lesions a r t  con- 
sidered to be simultaneous when they  are diagnosed within six months  of each 
other). A similarly long period between the appearance of neoplasms is present 
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Fig. 4. Stomach (Biopsy no. 18052, Inst. of Path. Anat. Univ. of Siena). Proliferating epithelial 
cells, which hefe and there appear to be arranged in gland-like structures, infiltrate the g~stric 

wall sometimes aligned in cords. Emat. eos. 360:1 

in only 85 of the  1663 pa t i en t s  wi th  mul t ip le  p r i m a r y  ma l ignan t  neoplasms in 
Moerte l ' s  review (1966), the  others  being eases of " s i m u l t a n e o u s "  or "eonseeu-  
t i v e "  tumors  (the l a t t e r  are s e p a r a t e d  b y  a mean  in te rva l  of 6.4 years  for the  men 
and  7.7 years  for the  women).  

Some mul t ip le  p r i m a r y  ma l ignan t  neoplasms ean be eorre la ted  ei ther  beeause 
t hey  appea r  in the  same sys tem of organs or re la ted  sys tems (eaneer of the  b reas t  
and  female sex organs;  eare inoma of the  b ladder  and  adenoeare inoma oB the  
prosta te) ,  or as a resul t  of t r e a t m e n t  of an ini t ia l  ma l ignan t  neoplasm (ionizing 
radia t ions ,  the  S tewar t -Treves  syndrome,  care inoma of the  breas t  as a resul t  of 
t r e a t m e n t  of eare inoma of the  p ros ta t e  wi th  estrogens).  I n  the  case wc are examin-  
ing there  appears  to  be no correlat ion.  The diseased organs do not  belong to the  
same or re la ted  systems,  even though,  aecording to Bai la r  (1963), L y n e h  (1967), 
Savage  (1956), the  assoeiat ion of a earc inoma of the  u terus  wi th  one of the  eolon 
is s t a t i s t i ea l ly  more f requent  t h a n  o ther  assoeiations.  

On the  other  hand,  assoeiat ions of mal ignancies  of the  eolon and  s tomach,  or 
s tomaeh  and  uterus,  are no t  among the most  f requent  eombina t ions  in the  t ield of 
mu]t iple  p r i m a r y  ma l ignan t  neoplasms.  And,  ]astly,  to the  best  of our knowledge,  
the  associat ion of adenoeare inoma of the  uterus,  eare inoma of the  eolon, and  
gastr ie  earc inoma has never  before been reeorded.  
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Our p a t i e n t ' s  f ami ly  h i s to ry  (her mother ,  a brother ,  a sister and  two daughters  
died of mal ignancies  of the  digest ive  s y s t e m - - s t o m a e h  or eolon) is re levan t  to the  
t heo ry  of a cons t i tu t iona l  pred ispos i t ion  to eancer. W a r r e n  and  Ehrenre ich  (1944) 
m a i n t a i n  t h a t  there  is a grea ter  chance t h a t  a p r i m a r y  ma l ignan t  neop]asm will 
develop in an ind iv idua]  who has  a ] ready  had  one t h a t  in a no rma l  person because 
of cons t i tu t iona l  predisposi t ion.  However  W a t s o n  (1953) has ob jee ted  t h a t  this  
asser t ion was no t  been p roved  s ta t i s t i ca l ly  because all  too or ten the  diagnosis  
of mul t ip]e  neoplasms lacks a his tologieal  eonfirmat ion.  A n d  Pel ler ' s  (1941) 
asser t ion t h a t  a cured ma l ignaney  leaves the  organism p ro t ee t ed  aga ins t  fur ther  
tumors  offers an  opposing theory .  I t  seems to us t h a t  in the  ease of our pa t ien t ,  
bo th  the  n u m b e r  of close re la t ives  tumors  and  her  own t r ip le  neoplasms are  
s t rong evidence of a cons t i tu t iona l  predisposi t ion.  Much has  been wr i t t en  abou t  
the  grea te r  f requency  of mul t ip le  p r i m a r y  ma l ignan t  neoplasms in ind iv idua ls  
be longing to  cer ta in  blood groups (group A in par t icu la r ,  aceording  to F a d h ] y  and  
Dominguez ,  1963). However ,  Tsukada  et al. (1964) and  Moertel  (1960) d id  no t  
f ind a s igni f icant ly  grea ter  ineidenee of mul t ip le  p r i m a r y  ma l ignan t  neoplasms in 
ind iv idua l s  of group A when compared  wi th  those of group 0 (our pa t i en t  be]ongs 
to the  l a t t e r  group).  
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