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A Case of Large Cell Neuroendocrine Carcinoma of the Stomach with Long Remission
after Postoperative Adjuvant Chemotherapy
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The patient was a 61-year-old man. Ten years after eradication of H. pylori (HP) in the stomach, esopha-
gogastroduodenoscopy showed an ulcerative lesion in the great curvature against the gastric angle, and the
tumor was diagnosed as gastric cancer using the biopsy specimens. The patient underwent a distal gastrectomy
with D2-node dissection. Pathologically, the large tumor cells infiltrated the subserosa of the gastric wall, and
these tumor cells immunohistochemically showed a positive reaction for chromogranin A and synaptophysin.
Therefore, the tumor was diagnosed as large cell-neuroendocrine carcinoma of the stomach. Metastasis was
observed in 4 regional lymph nodes, and the TNM classification was defined as pStage I A. After surgery,
adjuvant chemotherapy consisting of 4 cycles of S-1 therapy following 6 courses of cisplatin (CDDP)/irinotecan
(CPT-11) therapy was performed. The patient is well without any recurrence over 4 years after surgery.
Adjuvant chemotherapy using CDDP/CPT-11 followed by S-1 is a treatment option for a possible therapeutic
regimen. Furthermore, it is necessary to check the HP-eradicated stomach for detection of neuroendocrine
carcinoma in the long term. Shinshu Med J 65 : 117—123, 2017
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Fig. 1 Endoscopic findings

An ulcerative lesion is observed in the great curvature against

the gastric angle. This lesion shows a submucosal appearance.
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Fig. 2 Macroscopic finding of the resected
specimen
An ulcerative tumor is located in the great cur-
vature of the resected stomach. The border
around the ulceration is covered with normal gas-
tric mucosa.
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Fig. 3 Histopathological findings
A : HE staining. Large tumor cells diffusely infiltrate.
B : HE staining. Well-differentiated adenocarcinoma is partially observed around the neuroendocrine carcinoma
(lower-right part).
C : Immunohistochemical staining. The tumor cells diffusely show a positive immunoreaction for chromogranin A.
D : Ki-67 immunostaining. Ki-67 labelling index is 43 % in the neuroendocrine carcinoma.
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Fig. 4 Adjuvant chemotherapy after surgery
CDDP, cisplatin ; CPT-11, irinotecan ; PI, CDDP/CPT-11.
From 4 weeks after surgery, adjuvant chemotherapy using PI was started, and
6 cycles of PI-therapy were performed. After 4 weeks, the second chemotherapy
using S-1 was started. Four cycles of S-1 chemotherapy as adjuvant chemother-
apy for adenocarcinoma of the stomach were performed.
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Table 1 NEC of the stomach reported in the last decade in Japan

SCNEC LCNEC  Unkown” Total
Cases 121 29 21 171
Gastrectomy with curative intent 66 23 11 100
Adjuvant chemotherapy
With 34 13 3 50
Without 30 7 3 40
Unkown 2 3 5 10
Regimens of adjuvant chemotherapy
S-1 only 13 7 2 22
S-1 based” 5 0 6
Platina based” 8* 2% 1 11
Others 7 2 0 9
Unknown 1 1 0 2

NEC, neuroendocrine carcinoma ;

SCNEC, small cell type/small cell carcinoma; LCNEC, large cell type.

a), neither histologic subtype nor pathologic findings described in reports.

b), S-1 with cisplatin, irinotecan, or docetaxel.

¢), cisplatin with etoposide or irinotecan according to regimens for small cell lung cancer.

*, including 2 cases with etoposide and irinotecan followed by S-1.

#%, including the present case, but no other case with etoposide and irinotecan followed by S-1.

[H L TR AN e | & B\ g [/l
fayg | #F—7—FT, LT PubMed (2T [stom-
ach J, [ endocrine cell carcinoma/neuroendocrine
carcinoma] @& %\ & [small cell carcinomal % key
words & L THRE L72& ZA170610 H NEC 254 F
OGS N Tz, § NEC © 9 HRHAN /N Y
DOMMEZERL72H DX SCNEC & L THESINTE 72,
H 2 S K o IS & R8O 72 E B TUE NEC & L
THE SN, SCNEC 2dH LCNEC Z2O0E M SN
TR WIRED—IBIZRD b7z, HiZid SCNEC &
i S 72", LCNEC Tl v & 0% %1
T SCNEC %6 NEC & ZH & N7zl b e 5
GHELET 5 ET, MEOMLEMRITT 5 &I
SCNEC & %\ & LCNEC & @l#i S 7-4Ef], NEC &
L CHiE &1L SCNEC & %\ X LCNEC O F K ld %\
PSRRI A O FE 2 BRI & 0 BT RE A AERI, L
THIFR B BEAIZH IR S T 2 HSHI O FEE o 1) W L2 2K
IIEBIDSAFAE L 720 20104F @ WHO o 3 53 %1 LL K,
NEC O EGEDOBIZIZH S HE W RIRETH L L E
Zbo ZOHTLCNEC &it#d 5 I A3 n] g T
B o TFEBNZ, ABIZ N2 T29%]T, SCNEC & Fi#k
BBV A EETDH o 72EFNF12261 TH - 72
(Table 1)o BUAYIER2SHEE % T4b & %\ i3 M1% IR
L 72 SCNEC 135661 (54.9 %), — iMRiGYI A3 %

No. 2, 2017

% LCNEC 12 9% (31.0 %) T -7z LCNEC Tl
BIGRYIBRBE 25 2% L B bz,

B NEC 1283 1Lk <ld, YIBAREAETT - T
D B NEC FEBIN I3\ THli/MIHE 12 B v TR
& 15 CDDP/etoposide (VP-16) 2 X % PE #
HHHVIEPIIEENLIZLIEHWS R, ZOHFR)E
PR SN TV, WEER O HHETIE JCOGII 2
B2k ) S-172%key drug & 7% 1), SPIRITS #kEx"
VLB, S-1/CDDP #EDBIA S Hw b Twb, E72
L TH NEC 2B\ Thili/hilaE (2 U7 b9 a8
Bwopy, e b BRI U7 B el R v o,
KIZHS N E o TR\, BAE, A OHRED)L L
ZIFARSNTWEA, i1k % & H SCNEC
WA AL AR ORI R & L CBRICHE U b
HE & it/ 2 HE U 7o AR 22 i 1 2 A v & ity
LTwa,

WML L ¢, #EElo B TIX ACTS-
GCRBIIZL ) SSIEA OWRAE L S hT WD
A5, B NEC 2B % i b8 1% controversial T
H5b. B NECIZHT 5 MM bA#ik 2 mad3 5729,
FRLOIERIREZ MG L 720 B NECHEGI O H > & w5 b
R 2D TITRIGUIBR ST BE T H - 725 H112 10541
T, WML ARLEDHAT S N7z DI D535 D
HThHo72. H NEC W3 bk HEN: % 45

121



AN NI S

SN TALWD, BN M LEREoa v v
FADELN TRV DICZEDREITRIZKW & # 2
S5M7ze LA LHE NEC 2B 2GR BZOFIED
Wi e MEt3 5 &, bR T6) & JEHEA T
BU B tA IR, HEATHI30 % 3B X OV 17 1
35 % T, RIEMEMYPILAHRECBERIFIET S0
EIOPHONITHILIIREEEEZ 2z 5hizs ELT
TS5 FFN=2dH 5\ E S-1N— 2 DB LA
EDICHWLNTEY, S-1X—ZADOHB LR
RRLLMHENTVD L) TH Do i/ IR I HE
UL72PEHBWVIEPIICL BT 5 FFX—=ZADEHRD
77 —AMFA & LTRIRENEZIC S-1%2 28 EH
BACEH SR2ER S B0 5N 2", B NEC 3%
BHTH 2 - 0mE O HA % <l S Tw 2 E
BIA% <, MBEFEMOBROAETORK LA TER
VIR TH b IEMER FHRAEZE D &2 L mb
{LEBEO LT, 2L CA = 2 — 2T a0
EThY, EEMEICEIIREILEND,

X 5 I B AL P BT 5 LCNEC & SCNEC
DFERAERE Lzo MBI E3# 213 SCNEC @9 535
Bl (BREBYEBRBI053.0 %), LCNEC TIZ1361 (Bik
YIBRBI D65 %) IZHifT X Tz, LA LA b
WL RATEIC B B i 5 P38 1&, SCNEC Tl 3451
1460 (41.2 %) (ZE® 5N 7z2%, LCNEC TIEAH)
EOTMBEBZERI N TRV, by
BIEMATHNC B B4 TFFE, SCNEC TIE3060H

1461 (46.7 %) 2B 5N, LCNEC Tl 7 v 2 )
(28.6 %) Ta - 720 LCNEC 2B\ THRIBYIKRAS T
RE T o 7B & IR Ze Wl B AL e s R A A7 12
DB RN D DA Z Tz WL FEE O 2
2 =TI S- IR=AB LTI FFN—ZADHEHD
7S, FNZN SCNEC Tid52.9 % B L 023.5%, %
LT LCNEC Ti361.5 %8 L U15.4 %25 T
W7z, LCNEC Tl BHLFHLEICHE L 72 S-1R— R
DIEWRRREL L VSN T Wiz, M hihibaase:
% HifT L7z LCNEC O R H I Hid S hTw
Zedro 7275, SCNEC T34 1206 A3 W Fi % % 32
DTV, D728 LCNEC OB LaFmk 13 5k
MAIZATV, S-1R— 2 ORI b A %
B3I, ZLTARHIO L) % PLE#E L Thilhi< S-1
HHINIREH D EINFE L 20 ) B %2 b,

HP B D HOBEOREZLITLIERD ON,
H&NTwbe, ABITIXI0ER I HP DR T bR,
PIRREEA T HP OBGIRED b o7z, H NEC
& HP BB EBRIIRZHO AL SNTW WS,
ABNEE NEC D542 3BT HP BRFE O E follow-
up DYEMEZ RIS 25EHTH - 72,

HEE - ABIORFHMBRE T ROREE B Lz
MR AE AR EE T RAGICAZREH L
EFET

R © 72 Lo

1)

2)

3)

4)

5)

6)

7)

X B

Okita NT, Kato K, Takahari D, Hirashima Y, Nakajima TE, Matsubara ], Hamaguchi T, Yamada Y, Shimada Y, Tan-
iguchi H, Shirao K : Neuroendocrine tumors of the stomach : chemotherapy with cisplatin plus irinotecan is effective
for gastric poorly-differentiated neuroendocrine carcinoma. Gastric Cancer 14 : 161-165, 2011

Kubota T, Ohyama S, Hiki N, Nunobe S, Yamamoto N, Yamaguchi T : Endocrine carcinoma of the stomach : clinico-
pathological analysis of 27 surgically treated cases in a single institute. Gastric Cancer 15 :323-330, 2012

Ishida M, Sekine S, Fukagawa T, Ohashi M, Morita S, Taniguchi H, Katai H, Tsuda H, Kushima R : Neuroendocrine
carcinoma of the stomach : morphologic and immunohistochemical characteristics and prognosis. Am J Surg Pathol
37:949-959, 2013

Jiang SX, Mikami T, Umezawa A, Saegusa M, Kameya T, Okayasu I: Gastric large cell neuroendocrine carcino-
mas : a distinct clinicopathologic entity. Am J Surg Pathol 30 : 945-953, 2006

Shia J, Tang LH, Weiser MR, Brenner B, Adsay NV, Stelow EB, Saltz LB, Qin J, Landmann R, Leonard GD, Dhall D,
Temple L, Guillem JG, Paty PB, Kelsen D, Wong WD, Klimstra DS : Is nonsmall cell type high-grade neuroendocrine
carcinoma of the tubular gastrointestinal tract a distinct disease entity ? Am ] Surg Pathol 32 :719-731, 2008

Matsui K, Jin XM, Kitagawa M, Miwa A : Clinicopathologic features of neuroendocrine carcinomas of the stom-
ach : appraisal of small cell and large cell variants. Arch Pathol Lab Med 122 :1010-1017, 1998

BEIELS:, ARIEUKOE, MR, MR 38, ARJIE—R0 : BUkds X ORI HaB:Ic & 0 ik 5 DL LI 3 AR 4F

122 FMERE Vol. 65



8)

9)

10)

11)

12)

13)

14)

H IR 2L AR AE N 23 W8 > 1 Bl

LT B/ o 161 HERFEEE 70 © 3565-3570, 2009
W 7ol EHESC, 70(12), 3565~3570, 2008 [ F YIRS X OHBIL RIS & D AlffR 5 R L EIEFE SRR L T
% H/AMlaRE 1B1] 2FA T, HERSEEE 710574, 2010
Brunner B, Tang LH, Klimstra DS, Kelsen DP : Small-cell carcinomas of the gastrointestinal tract:a review. ] Clin
Oncol 22 : 2730-2739, 2004
Boku N, Yamamoto S, Fukuda H, Shirao K, Doi T, Sawaki A, Koizumi W, Saito H, Yamaguchi K, Takiuchi H, Nasu ],
Ohtsu A ; Gastrointestinal Oncology Study Group of the Japan Clinical Oncology Group : Fluorouracil versus combi-
nation of irinotecan plus cisplatin versus S-1 in metastatic gastric cancer : a randomised phase 3 study. Lancet On-
col 10:1063-1069, 2009
Koizumi W, Narahara H, Hara T, Takagane A, Akiya T, Takagi M, Miyashita K, Nishizaki T, Kobayashi O, Takiya-
ma W, Toh Y, Nagaie T, Takagi S, Yamamura Y, Yanaoka K, Orita H, Takeuchi M :S-1 plus cisplatin versus S-1
alone for first-line treatment of advanced gastric cancer (SPIRITS trial):a phase Il trial. Lancet Oncol 9:215-221,
2008
SGMEE, RN, FEER, BOREY, KFREX, N 2k P % hEFRA—, R R, EERE
AN, AFRBEE BB L TR BRBIOMRET. RFREERL 56 : 421-428, 2009
Sakuramoto S, Sasako M, Yamaguchi T, Kinoshita T, Fujii M, Nashimoto A, Furukawa H, Nakajima T, Ohashi Y,
Imamura H, Higashino M, Yamamura Y, Kurita A, Arai K; ACTS-GC Group : Adjuvant chemotherapy for gastric
cancer with S-1, an oral fluoropyrimidine. N Engl ] Med 357 : 1810-1820, 2007
REARN, ARA P A, EAT, BH O3, REEE KEEE, OB ORI G SHE E, ILHHE
W, MG X ObeREE, HE O ALEE Hoh VT A FONBEBENRATIET 3 EBICHE L KSR
WAl o 1 61, Prog Dig Endosc 74 © 48-49, 2009

(H 28.10. 27 =45 H 28.12. 20 <H)

No. 2, 2017 123



