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4) lymphoid stroma

FRRREERREE, Fi L HR, BELETG,
WHFTR, Vv @HERE SE4EFEK BREAK
DWTIT » 1o, T FERFEERT R BE TT LV,
5 8 D HEAF R H #5 12 Kaplan-Meier &% A TIERK
L, HEFRMEE O ZOREIL generalized Wilcox-
on test A\ 7z,
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1. WEEBENRTR

D ®kEH

9761 (57.4%) @D bh, EEMEL LR AR
DREERRL, REHCHET 5 0 ¢ (Fig. 1a),

Fig. 1 Solid type tumors. The neoplastic cells
formed solid nests (a), and sometimes they were
arranged in trabecular, rosette-like and ribbon-
like patterns as observed in carcinoid tumors (b).
Only a few lymphocytes and plasma cells
infiltrated in the stroma of tumors. H.E., X100,
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Fig. 2 Acinar type tumors. Several neoplastic
cells aggregated and formed acinar structures.
Moderate to remarkable cellular infiltration in
the stroma was observed. H.E., X100.
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2) acinar type

BEEdRsBEEREL, BERO/DREYHRLHE
BT 5H0T, 5461 (32.0%) @D bhte, EER
B3P EELv LEE0HRBERICYRDE LD
»&h -1 (Fig. 2),
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Fig. 3 Undifferentiated type tumors. The tumor
was composed of large-sized tumor cells which
had prominent nucleoli, and had none of direction
in differentiation. The prominent pleomorphism
of tumor cells was common (a), but in some
tumors a monotonous growth pattern was also
observed (b). H.E., x100.

Fig. 4 Lymphoid stroma type tumors. The tumor
was composed essentially of medium-sized cells
with faintly basophilic cytoplasms (a). The
stroma of the tumor was accompanied by promi-
nent lymphocytic infiltration. Differentiated tubu-
lar adenocarcinoma was found in the
intramucosal areas (b). H.E., X100,
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D, DEBE¥, MR cAEoBERIRT
R TR b, pleomorphism D3\ % D 25 (Fig.
3a), .M monotonous KHEFET % & 0 F THAD
Hh (Fig. 3b), KoUBEZH I hicb Db DK
ML, £8cl2f (7.1%) Bdbhi,

4) lymphoid stroma

Watanabe L2202 KRB CEL, BRMFAECE
) v ARRBERHES T, 641(3.5%) KED
it (Fig. 4a, b)),

2. ERIRRESAIRE

1) i &5

TR, £ L S60RBIRTH - 7D, acinar
type 1258.05% & TEE D60. 0% X W # 2 EHE s T,
BHHEEFRSMETLO: 1 LRARTHoiBHILSH
#ic4<, &< lymphoid stroma Tid5.0. 1Dk
ETHoT (Table 1),

15(2905)

2) BEF LR

AR sEETSETMEE LW C), BHH
(M), BTFH (A), BIU3HEE (CMA ©4Fs
FRET 5 &, BEH, RFLBE T ARBRELRE
1L4851(49.5%), 761(58.3%) & %723, acinar
type Tt M %, CHREMSZhZh214] (38.9%),
1761 (31.5%) L FEZHD DR EnsT2, T,
lymphoid stroma i C $EifA% 4 #1 (66.6%) &R D&
EThHo7 (Table 1),

3) kTR

ERoWBHUEY FES (H), EEEE (P, V
vAEE (N) 0&RFroWTHERELE, HRT
BRI TEER, RMLBREhER 66 (6.2%),
141 (8.3%) & acinartype ® 161 (1.9%) -,
FEHETCFEEEETEL08E0 7. PET
BALTh, FERMCBAESIZIIFIA1.3%) & acinar

Table 1 Clinical findings in 169 patients with poorly differentiated gastric carcinoma

with medullary growth pattern

: [
Histologic ‘ Average M/F | ) Location g g tii)lf
classification age Ratio | | M | A [ CMA | cases
Solid type 60.6+10.6* 24 | 25 48 0 | o7
(24.7%) | (25.8%) | (49.5%) | (0%
Acinar type 58.0+11.4 2.0 17 21 15 1
(31.5%) | (38.9%) | (27.8%> | (1.8%)
Undifferentiated 59.1+12.5 2 2 7 1
type (16.7%) | (16.7%) | (58.3%) | (8.3%)
Lymphoid stroma 60.3+16.7 4 1 1 0 6
(66.6%) | (16.7%) (16.7%) | 0%

47
| (27.8%)>

49 1| 2 169
(29.0%) | (42.0%) | (1.2%) | (100%)

*Mean+SD

C: upper third of the stomach, M: middle third of the stomach, A : lower third of the

stomach, CMA : 3 segments of the stomach.

Table 2 Operative findings in 169 patients with poorly differentiated gastric
carcinoma with medullary growth pattern

Histologic H | P N Total
classification No. of
- \ + | = +) <N2 | N3s | cases
Solid type 91 6 | 8 1 67 30 97
(93.8%) | (6.2%) | (88.7%) | (11.3%) | (69.1%) | (30.9%)
Acinar type 53 1 50 4 45 9 54
98.1%) | (1.9%) ‘(92.6%) (7.4%) | (83.3%) | (16.7%)
Undifferentiated 11 1 11 1 7 5 12
type 91.7%) | (8.3%) | (91.7%) | (8.3%) | (58.3%) | (41.7%)
Lymphoid stroma 6 0 6 0 6 0 6
W00%) | 0% | 100%) | ©%) | 100%) | (%)
%1 | 8 | 153 % | 125 44 169
(95.3%) | (4.7%) | (90.5%) | (9.5%) I(74-0%) (26.0%) | (100%)>

H: liver metastasis, P : peritoneal dissemination, N : lymph node metastasis,
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type D 4 FI(7. 490 HNFERTH -2, IHIZNKE
FCHLREH, RHSMETNIL LD Y v AHEBE
BN hZh3081(30.9%), 561(41.7%) & %0
7z (Table 2).

4) ¥ v iR

BREYIBREMC RS 3 5 ABFN Y v A EEBR (n)
PRE LA, FERTRIn (+) F 2656 4481
(67.7%) & acinar type D4481721%) (47.7%) it
~NEBIRERTH - (p<0.05) (Table 3.

Fig. 5 Grimelius staining positive cells (arrow-
heads) in carcinoid-like type tumor (a, X100). H.
E. staining for the same tumor (b, X100).
Medium-sized, polygonal cells with high N/C
ratio and mitosis formed macroalveolar solid
cancer nest. The tumor was considered to be
endocrine cell carcinoma according to WHO
histological classification'?.
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HEstast 25% 128
3. Grimelius 5% X e b aykst
Grimelius K IG BB & 61 3 7€ £ & <9761 114

(11.3%) %<, 5bAans/ 14 FELUANIF L X

FExHDH T\ (Fig. 5a). —75, acinar type (3 3

(5.5%), lymphoid stroma X 1 1 (16.7%) M5

RRDIH, VEAMKREIhZIOIBEDLRAL

b o fC,

AFP BB I FTERCOTHIP 176 (17.5%) &
BbL%L, RAMLET14 8.3%) K@D,
acinar type, lymphoid stroma (35D b hlho
fo. REHOBHFIITHAIIEREDITELMEBICLE X

Fig. 6 AFP-positive cells (arrowheads) in solid
type tumor (a, X100). H.E. staining for the same
tumor (b, X100). The neoplastic cells with large,
hyperchromatic nuclei and eosinophilic cyto-
plasm formed a trabecular pattern resembling a
hepatocellular carcinoma.
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Table 3 Incidence of lymph node metastases of poorly differentiated gastric
carcinoma with medullary growth pattern in 120 patients who underwent

curative gastic resection

q . o R i Total
Hlsgolog}c _ 1 2 Total No. of N £
classification n(=) | i i n(+) cases | cgée%
Solid type 21 | 18 26 44 [ 6
(32.3%) | 27.7%) (40.0%) (67.7%)*
Acinar type 23 11 10 21 44
(52.3%) (25.0%) 22.7%) (47.7%)
Undifferentiated 4 1 1 2 6
type (66.7%) (16.6%) (16.6%) (33.3%)
Lymphoid stroma 2 2 1 3 5
| (40.0%)> | (40.0%> | (20.0%) (60.0%)
50 2 | 38 70 120
W@L7%) | (26.7%) | (31.6%) (58.3%) (100%)

*p<0.05, compared to acinar type

n(—): cases without lymph node metastases, nl: cases with primary lymph node
involvement, n2 : cases with secondary lymph node involvement.
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hBb083E A ET (Fig. 6a), 4BIEFED LR

B 3PIRERED—H oL REBINRELD0TH -
7o, AFPBMalER S D 16 b I 2 T16951+18
F (10.7%) wEbbRich, FOBRRFIERI,

EBMR AR T, MO B OKE AL, fafkix
HFBRECELLO, »5\WREHEO L o CHlaET
B CEEL T e, MBIy FdilafEc
Abhb LI FERLLCAERESIIZRL TV
(Fig. 6b), 7, HERBERMCIARERBER S H
o bh, REOHESEHEEERSLERS LTkl

Fig. 7 HCG-positive cells (arrowheads) in solid
type tumor (a, X100). H.E. staining for the same
tumor (b, X40). The histologic feature of the
tumor was consistent with that of choriocar-
cinoma.

Fig. 8 Immunostaining of c-erbB-2 protein in
acinar type (a, X40) and lymphoid stroma type
(b, X100) tumors. The immunoreactivity was
observed in the membrane of cancer cells, and
was localized to differentiated tubular adenocar-
cinoma cells of intramucosal areas in lymphoid
stroma type tumors (arrowheads).
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BREBTERL T,

HCG BBHEAIFER c974ch 4 $1(4.1%), acinar
type T4 4 B (7.4%), KoILBc126+ 1
(8.3%) wRDdbhi, Thbod bLERELEIZHE
SPBIh 5 S DIRFTER & acinar type D 5> DX
nER1IBGTFo0HRT, FEMD 1§ trophoblast
BOMMELL LN, MELFRELZEIhTIVWES
Thote (Fig. Ta, b), ¥, BiRD AFP B#EFIo
Rici, AR HCG BHEMBILE 35 L 04 3 filER
B,

c-erbB-2:i# {7 F & 81 1B % 6« & 3£ B9741 1141
(11.3%), acinar type 5469126 (22.2%) & acinar
type T HEHIBIE G2 % 2 5 o (Fig. 8a). RALE
TIXBRHEGNLERD b s o fo. lymphoid stroma €
2HCRD B RER, WThIRBOFRIERS O
ZCHRBOHEHEE RS BRI ED b his
H 72 (Fig. 8b). 73, c-erbB-2&ETEQ DB
frfifaERE T, —FoEMcHRECIRD LR
7o, ERESECHEIEEINI LORTRELHF
(4.1%), acinar type 4 #1(7.4%), ZfEAFI169514+ 8
#l (4.7%) TH -7z (Table 4,

4, WS FEFE BRIV

VERTRIEFIC BT, FEH & acinar type & D
RICHREFRL B L (Fig. 9). 5EEFERIR
$ER49.19%, acinar type 75.5% & acinar type THE
REWERERLZRLE (p<0.0D), £F5tBE kI
lymphoid stroma {XEERE LD e Ted SEIRELE
HRERDIeh o teh, ROLE CRBRYIBRIES 6
Bk, 441235 F4F, 1605658 A0BE BRY
LIS DEFEFRTHO 1 FI2592 A CHT L,
lymphoid stroma T & BTIRIER 5 ik, 1HH5
EHE, 261533908, 230BoBELETEH, Mo 2

Fig. 9 Comparative survival of solid type and
acinar type tumors.
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Table 4 Grimelius staining reactions and immunohistochemical findings
of 169 cases of poorly differentiated gastric carcinoma with medullary

growth pattern

L i
Histologic No. of cases posmve__ Total

. L | — No. of
classification Grm | AFP HCG | cerbB2 | cases
Solid type 11 17 4 11 97
(11.3%) 17.5%) (4.1%) (11.3%)
Acinar type 3 0 4 12 54
| (5.6%) 0% (7.4%) (22.2%)
Undifferentiated 0 1 1 0 12
type 0%) (8.3%) (8.3%) 0%>
Lymphoid stroma 6

1 0 0 2
(16.7%) | (0% 0% | (33.3%) |

15 18 9 25 169
®9%) | (10.7%) | (5.3%) | (14.8%) | (100%)
Grm: Grimelius staining ; AFP: alpha-fetoprotein; HCG: human chorionic
gonadotropin.

Table 5 Patterns of recurrence according to histologic classification

Patterns of recurrence
Histologic . ; D ] ggtt(l)lf
classification Local I;ggg]h Hematogenous Peritoneal cases
Solid type 1 1 5 0 7
(14.3%> | (14.3%) (71.4%) 0%
Acinar type 1 0 1 1
(33.3%) | (0%> (33.3%) (33.3%)
Undifferentiated 0 0 0 2 2
type | 0%) 0% | 0%> 00%) |
Lymphoid stroma 0 0 0 0
0% | % | 0% % |
2 1 ‘ 6 3 ‘ 12
| (16.7%) | (8.3%) | (50.0%) (25.0%)

*Cases with confirmed sites of recurrence.

IR ENFh390H, 22rATHKRIELL, BEERX
% Table 5 Kin¥ 2, REMCRRFAER, Vv o7
HEBIIFAER 1M (14.3%) THo1oh, FEB
e EOMFTREBBERENS5 G (71.4%) LHRTH- 100}
i, E_
P AR BRI TR AR L, AR “14
FEFIZ 35 13 % Grimelius RIGBRER D 5 FEFE I
37.5%TH b, S0%EFHEL6.00H Ch - o (Fig.
10). BEFRAFBEER 206, v v TlhEB» 1/

Fig. 10 Survival curves of patients with
Grimelius staining positive and AFP-positive
tumors.
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EBTRTCLL1flE2Ebes s, EBPFER
A UIREGIX18%I% 6 B (33.3%) L EERTH 7=,
¥ 72, HCG BHFIIIEEYIBRIES 5 Fich 3 FlH 5 &

B, MELERED 1ML 4 28 CHIKRFE, 310
14t AFP BRI c—Hc HCGEBHMlLF %
ERAT, I61A TR L, BREIIBRTEL
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Fig. 11 Comparative survival of c-erbB-2 gene
product-positive and -negative tumors.
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wic, RABTIBRESIC BT c-erbB-2BEFELE
EFI216 LR FIOLE & ORI TFHR A B LA, 5
FEFERIENENT.8%, 57.5% & WEERIZ#ET2E
MirEEE2RED Lo (Fig. 1D,
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Hh, HERFELTR, BEE, Vv ikl K
Bk X OSERERTH S, —, BROEBR SRR,
BOLEYFNREE, ThbbiilE, BE, B8k L0
HRAERTEAHL L OBDTCEECHS, i, &
DEWMFHRELHE LTS Z L2, SBGED
HiebF, BOEYFEARECE S I/LEREYHE
UTD52THEBBEODHZLEELLRS,

ESCEBIIREHR DI LA LRDLRITVET
HY, —BIHRMEMNE ORI E ICE %, scirrhous /%
RTdDE, MEE VL, Bl cHETS L0
ERBBH, BIER) v, BEESEYIMEEL
THEBEAYRL, BREINEBY X oHER G
EEhTW399 22, $0, bhbhid Gkt
AR TEMBEE T, Yok dhEgrs
B, EMFEOEEZETLILIONETR VSO0
¥R T 5 BT, SRR E S (LR § 16946 % »t
FELTREEZT- .,

B TE MR SR O MR B B Sl B R
T5LERTHY, BIBRENTERCHEETS D
DR, BEEMROEFICS ZBEOHRAMNL LA,
FR, B, VARV, r¥y PR ERESIL, —
Brans/a PEBERBCELULE-LOLTEDLRBT,
i, EEMRSKBERL, PXRBERELEYH
RUEET230BObABY, —HT, £
CHHbERELVI S aekpbisdb o, b,
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Watanabe 52233 E L, UV v ERBENEH
gastric carcinoma with lymphoid stroma & FEiZh T
WELDIBEBLRTNWS, §H, bhbhdbIonk

5 B8R, HE XHEESGR Y HMRE LET &
ik h, FTHBEOESEYRAL, TORE,
BERRITE MR LB B R MRk 0 4 B, Tz
bbb, D F£EH, 2) acinar type, 3) Ro{LE, O
lymphoid stroma 5T 5 LA TE A, ALBY
HESIAFEEEFELEGFWRRAL Y, 1D small
cell carcinoma-atypical carcinoid type, 2) AFP
producing type, 3) acinar type, 4) signet-ring cell
medullary type, 5) large cell type 3L, KK
BEFHBRA 2T - T 55, bhbhi, 4 signet-
ring cell carcinoma 2B %, ¥/, ALUbORLAE
oD, 2), 57 & HE. XEEMBE O XTI
RALDG VWAl bB &b, REOHEXERL,
FEME LCRF L, —F, ROLER, WEEYN
ERMBEOZETRLTVTh, wAE v EER L
EBSMbERTI0RE»ELT, BroBNEET
RBOLRT B Emb, ThbDlEFLoEEY
BE T Ao RITEDR,

BERE A MRS L R B RO EE S HERAITIR11.7%
ThoTend, HEME GEEHN) B LEELNREL
e B, X TFHWolETE, Thihd 9%,
6.3%, ROBEEDIBEOHRE T, 4.2%TH
b, Thbilb~2 :BHEETH -z, Zhitbhb
I, ERFENFTFRCRVCTHRIEAYERL, &40
CERMREE Y RTLOXHRELHE LD TH
BEERXLID, FHERTIIEE L L60FRAIH T,
FEEIEIL acinar type L YW 2BERTH -7, M
DOHEFMYCH acinar type BB VIXIEREH I b
LERECLCERSBED LR TV, BrihcBEL
TRESETCHETH - @1k BlErEL, &<
iz lymphoid stroma Ti35.0 . 10HEBChH D, HEFE
DEEDD L FEIROEE LR LI,

BB LHERMERER L T AFERCS -
EFTHL0W, CHEBISEWETHLOWRE—ED
HRBRD L higwh, BREITE, REHR I OR
GALEE A B2 h Z 149.5%, 58.3% L mET
& - 1. acinar type TRILL SO EL LR S X
SIEMBEEMNB.I%EBIBHRETH-T, T,
lymphoid stroma Ti¥, BEREEKETHH0905
50, HRAITH CHEIEI66.6%:Eb %L, BEHT
PBIFFRMA EE 2 bhi,
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AT R H RFwrB L T, EH B I OXF(L
HCcEHBOFEBBEMIIThZ16.2%, 8.3% &
acinar type D1.9%ICHERTH D, KROKET
EaREE M E L BB R EB O Em A58 & I T
WAL, SEORE L, BEH, kotiod
BoerrTborkEhEREELLRA, £/, N
RTeLTh, BER, KHMEINIL LD Y voe
iR EEM A acinar type KHENRERTH-, =
OEFITEETIREFND ) v A FEBERICEVTHHE
BT, BEMOn (+) Fli, 67.7% & acinar type @
4T TR E_EBRBIEERTH -T2,

T, FHoEBFNEHYBEMECHAREHE
RG22\ Ta5s e, BEH, Ko CIREOM
BBERGRRS RV, HDHVEEED S DR
12EAETH-70, acinartype TiI, FEENLLE
EoMBEEHRGEEZE-TWABLDAEh T, Zh
¥ acinar type DEBENHFHO 1 DE I AT
A8 Fiedsd, geinar type (X, BRI HE
HEOTHELEREL, BEREEL L ARRBROERER
BEoRFIvy L, BECRHEERV-LEE MR
BERGE®ZDB LD L\ 25, %1, lymphoid
stroma (2B iz 3\ TiE MacCarty 5 X h BRI
WExRTVEY, BEEMRERE T, ERFOKE
mEEMoMBMEAY AL, BEICI acinar type X 9
EHRERRLY VARBRERXHILOTH D, T DI,
AEEIHEREBT BB RBRELHES L 3hT
WBNMS HERFIT Y 6 FleslicHERBE oL
R IR 52 78D 5 i (Fig. 4b), 7ck, WHO
SEcRBEERESE =, lymphoid stroma 23 b b
FEEBIERBBCED LA TS,

Wi, THRIBAL T TH 52, acinar type O 5 F4E
FEIT5.5% EREM DL 1B H~NEBECTFH BT
Thote, 5EH, HRIZREZ o7, stage Flo ke
B¢ % stage ITT i3\ T acinar type X FEER I~

BRTHRBRFTHIHECIBRNBLATWS,
lymphoid stroma ZB8 L TiX & BHEGIE 4 T ie
B, FEREFREERDEh -1, AEED THRERF
FEXhT B, gLk X 51, acinar type,
lymphoid stroma it & b2V v <L oflaRE
DEETHY, Vv RBEEHEEE IR
BIVTFREFTHDEVIBEOLRLH, BIIX
THBEDRBEREOBENTFRICFEL V550
EHAIER S,

HEo X5, SEEEEESMLEED &HEBFN

Bk iAa v R LR B R O BRRREFERIBE

B SE 258 12%

BHOEMNOBRKRBEENEEILA LM - febid T
55N, HIROERFENHEETIEN, L0X ok
R, Lo F TR T oK T 5 BT,
BHEE S L ORERSLENREYT- 2. Tib
H, W5~ 053k Grimelius Jf8, HFHRY,
TR~ 74tz AFP 6, ME EEMAR~D 1L
i1 HCG R v fTVBE Lic, i, BEORE-EE
CBELTWV5 & IR TV A1920c.erbB- 2B HE T &
HOXE b AEE &L e®E L, Grimelius X
EBRUFRTER OS> L, LT /4 FRUE
%<, OB~ G RT D EEL bR,
HtEDOr» LT/ 1 F, ADWMEREZEOEBFHNSTER,
EERECOWTI PRI L VBRI hTER,
34, WHO oRE-BoBBEBSE T, 215/
1 F &P/ BReRE (Wo MR sz LA
BRLLTHEIRA L7, —BREAS
WHIBE & 2 h B b 0 WENE L, BicERER
PEL, FTERABTHA VbR T\ 52, BREIT
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Clinicopathologic Study on Poorly Differentiated Gastric Carcinoma with
Medullary Growth Pattern
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One hundred and sixty-nine cases of poorly differentiated gastric carcinoma with medullary growth pattern
were investigated clinicopathologically regarding their histologic features and histochemical findings. They could
be histologically subdivided into the following four types: 1) solid type (97 cases), 2) acinar type (54 cases), 3)
undifferentiated type (12 cases), and 4) lymphoid stroma (6 cases). Solid type tumors had higher incidences of
hepatic metastasis and lymph node metastasis than acinar type tumors. Moreover, the 5-year survival rates after
surgery were 49.1% and 75.5% for solid type and acinar type tumors, respectively, showing that the prognosis for
solid type tumors is significantly poorer than that for acinar type tumors. In many cases, acinar type tumors as well
as lymphoid stroma tumors were accompanied by abundant infiltration of lymphocytes. Of the solid type tumors,
there were 11 (11.3%) with argyrophil Grimelius stain-positive cells considered to differentiate into endocrine cells,
and 17 (17.5%) with AFP-positive cells. The prognoses for these tumors were poor because of the frequent
occurrence of hepatic metastasis after surgery. There was not a significant correlation between c-erbB-2 protein-
staining status and the prognosis for the patients. Thus, a wide variety of tumors were observed within poorly
differentiated gastric carcinomas with medullary growth pattern, such as acinar type tumors which have a
favorable prognosis, and endocrine cell carcinomas and AFP-producing tumors which have poor prognoses and can
be considered to be independent clinicopathologic entities. Therefore, the development of new therapeutic tools for
such tumors with high malignant potential is required.
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