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Fig. 1 Medullary type (med) of poorly
differentiated carcinoma of the large intestine.
Fibrous stroma is scarce.
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Fig. 2 Scirrhous type (sci) of poorly
differentiated carcinoma of the large intestine.
Fibrous stroma is abundant.

Table 1 Case distribution according to main his-
tological type and amount of fibrous stroma.

Histological type according
to amount of fibrous stroma

Main histological type med int sci Total
poorl-y differentiated ) ] 1 60
undifferentiated 3 1 0 4

Total 47 10 1 B4
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VORE, VvV Sk, FEB, EREELLCT
BTHY, ly, vcEL CREBRFHICH LML 0D
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Table 2 General features of poorly differentiated
and undifferentiated carcinoma of the large intes-
tine.

Age (years)

Range 25-82
Mean 57
Sex(M:F) 34:30
Location
Cecum 8
Ascending n
Transverse 10
Descending 0
Sigmoid 10
Rectum 24
Anal canat 1
Gross type
Type 1 (Protuberant type) 2
Type 2 {Localized-ulcerating type) 29
Type 3 {infiltrating-ulcerating type) 27
Type 4 (Diffuse infiltrating type) 4
Type 5 (Special type) 2
Size(mm)
Range 26-150
Mean LAl

Table 3 Histological type* and lymphatic inva-
sion (ly).

Histological type* No.of cases — + +#
med 47 13 19 15 !
1 t
int 10 0o 1 9
sci 7 0 0 7
Total 64 13 20 31

*according to amount of fibrous stroma
t significant (p<0.01)

FERBEAORD, int B, sciBEEdImiBLA LR
HTH b, med B & int R, med B & sci HRICIz %
NENEEENED B, int B & sci HcA
BEZEEN 51=(Table 3), “hizxtl, vidzo o 38
RicEBEZ3RD hith -7 (Table 4),

Y v AEEREE, ly R, it BRI UsciBEE I
med X Y EHLREBFAL L SR, LiL, int E,
sci N Z 1282 - 7 (Table 5), “hicstL, &
B64GIR 01261 (19%) w R b hicht, v FsEAEER
CHEZER LD -7 (Table 6), BB 2646F 7
Fl(11%) A5 h, med izt~ sci B CHBRF O
EH B ot (Table 7).

FHEFOR RIC X ) FWREBEOE 2o TRE
L7, ABRKCERY T XTYBRTEL LY BBRT
i MOYBRLOBLVOLXBEFEHRETS L, 646D
5 B42f (66%) HMRIEFH, B D226 (34%) 2%

KBOE « RALEOBRREBENRE

BNt 25% 5%

Table 4 Histological type* and venous invasion

).

Histological type®  No.of cases — + ¥
med 47 12 27 _8

int 10 4 3 3

sci 7 2 4 1

. Total 64 18 34 12

*according to amount of fibrous stroma

Table 5 Histological type* and lymph node
metastases.

lymph node metastases

Histological type* No.of cases - 4+  #
med 47 15 16 16 o
int 9 1 1 7t
sci 1 0 0 7

o Total - _ES % 17 30 -

* according to fibrous stroma
1 significant (p<0.01)

Table 6 Histological type* and liver metastases.

liver metastases

Histological type* No.of cases - +
med 47 40 7
int 10 6 4
sci 7 6 1

Total 64 52 12

* according to amount of fibrous stroma

HREMTHY, I, med WL sci R HET 2
L, medBHELHENRsiBETERCHERAENRNORINE
ot (Table 8).

FRIBEN, BEOILIEDLRARBELTHE
BHO KRR > Th, med FEH int B, sci e LA
BBHTH-7, ik, it BE sciFRIZEALR
CLohElr s -cnT, BEBHAKR > ToKNT
med e, intBFL sciBFEXETbRELLDE R IHE
L7:(Fig. 3). 2hic X % & med BT int+sci Bkt
NERBICEFENRIFTH - e,
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Table 7 Histological type* and peritoneal dissem-

ination.
peritoﬁeal
dissemination
Histological type* No.of cases e o
med 47 45 2 *‘
int 10 8 2 |t
sci 7 4 3~
Total 64 57 7

*according to amunt of fibrous stroma
+ significant (p<0.05)

Table 8 Histological type* and operation method.

operation method

Histological type* No.of cases radical palliative
med 47 35 12
int 10 5 5 : t
sci 1 2 5‘
Total 64 42 22

*according to amount of fibrous stroma
+ significant (p<0.05)

Fig. 3 Survival rates for medullary (med) and
non-medullary types (int+sci) of poorly
differentiated carcinoma of the large intestine.
The rate for med type is significantly higher than
the other up to 5 years (p<0.05).
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Table 9 Clinicopathological features of cases of
endocrine cell carcinoma.

Vo () S Sy v s et P
1% F A - - - = R fyim dead
2 Ll F R + + + - R 4m dead
3 57 F A+ + + R 8m dead
4 67 F T + + + == R 6m dead
5 6 M R # + + P 5m dead
6 56 M P +# + + = P 11m dead

*A _ascending colon T transverse colon R:rectum P :anal canal

tR radical operation P : palliative operation

Table 10 Histological and electron microscopic
characteristics of endocrine cell carcinomas.

micrascopic findings on

EM findings
tumor celf nucleus

Histol imelius  NSE 3 ranules i
o tv:eo gl fe::;i:js st':ining :xr:er:\atism chromatin nucleolus tgumof e:e I'I:
1 por med o + + fine, even pr;minem a few -
2 por med - + IEs fine even~coarse not prominent  a few
3 por med 4 + t~- fine~coarse not prominent  a few
4 por med + + + fing even prominent many
5 und med + + + fine, even not prominent  many
6  und med + = * fine, even not prominent  many

DH6PTH 7. Zhbic HE. REaTAS WM
gt 24, HE. 26 TR WM T ED
kMo v b r D 6 BIRIN L T EE 4RI L,
RFT7 TRy 2 HhbORUEEREY BT L I
R 6l WBEBRAYIERNTCEL, Chbi
Grimelius RS2 NSE RED V7 &b EH B h—
AHBEERLIC6GlE—HLTHh, Zhd66%
WA RNE & 28115 2 & kR,

Zhb 6 FiRFEICEET A L, EoERCES
53D AP TRSIIBCBET DL DX 2HMTH- 1
2, Zflmed BEICB L Tk, ROMLED 2 fliieR
bR (461 O50%ICHEM LI, £/, 1HIBD 4
FEILAEFLUIEAUAIEBRIC FERARBR TS -
o, ¥HIL, A WHREO MO BE A KizouvT
BERLAH, ZhbiE, BRELTESC (KR
V)i T T, ~= b F ) TR AN Chyper-
chromatic) TH 0, EH5IZKD 7 v =F (% fine TH
BIOMLUTAZ &% -7 (Table 9, 10).

I THEEG e SRR A R T oy, HE & T
3, BENEEAE RS med B L, KX BT s
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Fig. 4 Endocrine cell carcinoma. (Case No. 3 in Table 9)
a—H & E staining (X400). Because of scarce fibrous stroma, the tumor is classified as
medullary type (med) at H & E level. Nucleus is hyperchromatic and chromatin is fine and
evenly distributed. Nucleolus is not so prominent as in Fig. 5 from non-endocrine medullary

carcinoma.

b—Grimelius reaction (X400). Many argyrophilic granules exist in most of tumor cells.
c—Immunohistochemical staining for NSE. Weak but definitely positive (brownish) stain in

visible.

d—Electron microscopic figure prepared from paraffin embeded block. Small round granules

(100~150my) are scattered in the cytoplasma.

B = F VI TRME IR Y B RSk (Fig. 4a),
Grimelius K& CLFHESERN > BT % (Fig. 4b),
NSE 3 cik G 238 & n e (Fig. 4¢). TBHE
TREROALTWER XRS5 & L 23 ¥ (Fig.
4d), Kz, W WHBEIELIA D med D 1 flxRwT
7, Fig. da L ERERIEINE & A ERWEFIRRL
TWB5, BOXNTRRNRE IS, HOBFMTL,
7re<F v 3HTHY, FEEER L NSE L iEH T
Einot, ¥, BEMCLNSWEN YN
Z LR 5 (Fig. 5).
ZOXSETFROBCHS WM LT~ T med
BB L T 5700, O SRR LA © med B,

@AW wMiEE, = L€, Qint+sci D 3o 71—
Tl BEEGFRE Y HERF Lics, Qo5 vk
FELAD med BoOAEFR MO 2 ZQQ0EHERIC
HNEBCRHEFTHY, &6 Fig. 312/RL 72 med
B (ARA7BEREYESL) 0ThI v BFCk-12
(Fig. 6).
x =

KBEOESIRES L UERHMUBEIEDTERTH
b, ThOLOREITIBSED KBEMIESDLEEST
CEIhiEEREFN3.8%, 0.4% I BE 7t bhbh
PEER » feflicouvTit, Fh¥Fh2.3%, 0.2%T
HHEEEFICHACCHENE, LL, Eo1k
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Fig. 5 Non-endocrine medullary type carcinoma.
(The most common feature of medullary car-
cinoma of the large intestine.) Chromatin is
coarse and irregularly distributed so that the
nucleus appeares clear or vesicular and nucleolus

prominent.
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Fig. 6 Survival rates for three subtypes of poorly
differentiated/undifferentiated carcinoma of the
large intestine. The rate for medullary type
(med) is significantly higher than those for other
two subtypes.
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Clinicopathological Study of Poorly Differentiated and Undifferentiated Carcinoma
of the Large Intestine —Classification and Special
Reference to the Endocrine Cell Carcinoma—

Masahiko Otsuka and Yo Kato*
First Department of Surgery, The Jikei University School of Medicine
*Department of Pathology, Cancer Institute

The characteristics of poorly-differentiated and undifferentiated carcinoma of the large intestine were
investigated on the basis of 64 resected cases at the Cancer Institute Hospital, Tokyo, during the period 1946-1988,
corresponding to 2.4% of all carcinoma of the large intestine resected during the same period. Although mean age
and male to female ratio did not differ much from the corresponding parameters in well- or moderately-
differentiated adenocarcinoma, the proportion of tumors located in the right side of the colon was higher than in the
latter. The tumors were classified into medullary (med), intermediate (int) or scirrhous (sci) type depending on the
amount of fibrous stroma in the tumor tissue. Med tumors were accompanied by significantly less lymphatic
invasion, less lymph node metastasis and less peritoneal dissemination than non-med (int + sci) tumors. There was
also a significant difference in survival rates between patients with med and non-med tumors. Endocrine cell
carcinoma was detected in 6 cases (9.4%) by means of the Grimelius reaction, immunohistochemical staining for
NSE and electron microscopy. These tumors were of the med type and five of them were associated with a poor
outcome (death within one year after surgery). Based on these data, it seems reasonable and clinically useful to
classify poorly-differentiated and undifferentiated carcinoma of the large intestine into three subtypes: @ endocrine
cell carcinoma (poor prognosis) @ medullary carcinoma exclusive of endocrine cell carcinoma (relatively good
prognosis) and @ non-medullary carcinoma (poor porgnosis).

Reprint requests: Masahiko Otsuka First Department of Surgery, The Jikei University School of Medicine
3-25-8 Nishi-shinbashi, Minato-ku, Tokyo, 105 JAPAN






