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Neuroendocrine morphology

SCLC, LCNEC Carcinoid

positive negative

positive

negative

Neuroendocrine differentiation

LCNEC:large cell neuroendocrine carcinoma

LCCNM:large cell carcinoma with neuroendocrine morphology
LCCND:large cell carcinoma with neuroendocrine differentiation
LCC:large cell carcinoma

Chromogranin 10/17 (59%) 8/22 (36%) 0.1630

Synaptophysin  13/17 (77%) 13/23 (57%) 0.1910
Fig 1. Immunohistochemical staining Fig 2. Immunohistochemical
for anti Ki-67 antibody in large cell staining for anti Ki-67 antibody in
neuroendocrine carcinoma. (><40). classic large cell carcinoma.

CD56 9/17 (53%)  21/22 (96%) 0.0018 (=40).

Hiroshima K et al. Mod Pathol 19;1358-68, 2006 lyoda A, Hiroshima K, et al. Ann Thorac Surg 77:1891-5, 2004.

Genetic changes in the spectrum of
Neuroendocrine Lung Tumors

p Value e LOH
— 3p: TC 40%, AC 70%, LCNEC 83%, SCLC 85%

100.04+71.6 48.0+66.8 0.0449 — RB gene: TC 20%, AC 22%, LCNEC 62%, SCLC
71%

—5021: TC 0%, AC 25%, LCNEC 46%, SCLC 86%

— 11913 (MEN1 gene): TC 44%, AC 50%, LCNEC 71%,
SCLC 67%

11/20 (55.0)  0/13 (0) 0.0016 . p53 (LOH
TC 10%, AC 45%, LCNEC 72%,
12/20 (60.0)  10/13 (76.9) 0.4559 SCLC 90%)
. K-ras (LCNEC 1/18, SCLC 0/20)

lyoda A, Hiroshima K, et al. Ann Thorac Surg 77:1891-5, 2004. Onuki N, et al. Cancer 85:600-7, 1999.

41.9+14.2 16.8+6.5 <0.0001
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Loss of heterozygosity (LOH)

Microsatellite marker (D351234(3p14.2), D3S1481(3p14.2),
D3S1295(3p21.1), D3S1581(3p21.3), DSSA07(5q11), DESAL0(5q3L3), D5S422(5033),
D9S171(9p21), IFNA(9p21), D10S249(10p15.3), D10S1686(10022.3), D135153(13q14),

ALE3/P53ivs1b(TP53))
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Hiroshima K et al. Mod Pathol 19;1358-68, 2006.

Hypermethylation of the p16 Gene
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SCLC LCNEC CLCC

Methylation-specific

polymerase chain reaction 12 1n 8
(PCR) of the p16 gene.
(Lanes 1-4) Large cell
neuroendocrine
carcinoma. (Lanes 5, 6)
Classic large cell
carcinoma. (Lane 7) Small
cell carcinoma.

Hiroshima K et al. Cancer 100:1190-8, 2004.
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Flieder DB. Curr Opin Pulm Med 8:275-80, 2002.
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5-Year Overall Survival Rate (in Stage I) Year

27% 1998
35.3% 2001
15% 2002
57% (67%) 2002
21.2% (27%) 2004
30.3% (33.3%) 2005
27.6% (33%) 2005
40.3% (57.8%) 2006
43% (52%) 2006

lyoda A, Hiroshima K, et al. Ann Thorac Surg 84:702-7, 2007 .

89.3%
H 54.5%
RS .

Figure 1. Analysis of overall
survival indicates that patients
with pathologic stage la LCNEC
had a significantly poorer
prognosis than patients with

\; other types of pathologic stage la

- NSCLC. LCNEC, Large cell
neuroendocrine carcinoma;
NSCLC, non-small cell lung
carcinoma.

lyoda A, Hiroshima K, et al. Cancer 91:1992-2000, . " = " - - -

2001, Ann Thorac Surg 82:1802-7, 2006.
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Distinction of pulmonary large cell
neurcendocrine carcinoma from small

cell lung carcinoma: a morphological,
immunchistochemical, and molecular analysis

* SCLC

(Travis et al. 1991 Am J Surg

mixed small-

cell/large-cell carcinoma
(Travis et al.1998 Hum Pathol)

» Borderline case

(Asamura et al. 2006

J Clin Oncol, Hiroshima et al. 2006 Mod Pathol)




