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Fig. 1 Correlation of drug sensitivity in two types
of micrometastases in terms of perioperative
periods. The first is drug-sensitive micrometas-
tasis (A), which proliferate near blood capil-
laries. The second one is drug resistant mi-
crometastases surrounded by hard connective
tissue. This surrounding connective tissue is
called as fibrin cocoon, and inhibits the penetra-
tion of drug and growth factor.

Micrometastasis

chemotherapy sansiiive

proliferatiive
activity
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Fig. 2 Changes in tumor marker levels/tumor
size after chemotherapy. Point X means the point
which crossed the number of drug-resistant and
-sensitive cancer cells. X also means the point of
the lowest number of cancer cells in a patient.
Consequently, operation should be performed at
this point, because surgical cytoreduction may be
performed with most easiness.

died (without chemotherapy) died after chemotherapy
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slape A; nataral growth curve of tumor dotbling time = n 2/slope A or B

slope B; tumor reduction curve after chematherapy  half reduction time = -in 2/slope B
slope C; regrowth curve of drug resistant clone effective period = T1-TO
drug resistant cell rate = b/a
amount of cell kill =ioga -log ¢

Fig. 3 PMUE therapy

CDDP 75 mg/m?*
MMC 10 me/body poside 50 mg/b

iv. o i.g.
l ay 1 l i lday,3‘4,5

UFT 400 mg/day p.o. every day

dy i.v.ori.a.
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3. [EREER AR (BENIREALEE continu-
ous hyperthermic peritoneal perfusion ; CHPP
& IR 2 51T ; peritonectomy)
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M—VRAEFRETLEANTWS, IO EEHHAL,
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%7z, BEZEER M T CHPP O %R % second
look operation THEFEL /- & Z 532% (16/46) DHER
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BBE, BOBERMOMBETCHRIBEEINTWEDT,
ZDOEBOE T CH BT 11T surgical margin ZatEwr
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Fig. 4a Blood-peritoneal barrier in normal per- LTHEEEEES2CVIRTE3Y, 20k & Balltip
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o et P2, P3fERID F1% 13 peritonectomy 21T 7= Hl 03 5

bR TH-7: (Fig. 5).
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Fig. 4b blood-peritoneal barrier in peritoneal dis-

semination.
e o KIRE ) > /SRS (N4) BICPIRA 65 %
2 burrier Peritoneal cavity HZ Y % L7 curability C BICi 3 ELNIC £PIBEL- T
_ é / intraarterially injected drugs 20, ZnEARAIYIER U curability B & 42 - 72T
5 &5 EETFRIE 8 ~28% LW|ESNTLZ9, Ly
iE2 L. i N4 & 28 & h curability B OF s Tbin

72BIOFE, T DAFME TREEAIC N4 HBEL
7B E D EBETFERRTH -7, Ha d D4EEEL4]
#l T, WERMIERE NO~3& & 21078 D 5 5194
(18%) WCHBERENIRAHE ) /&R (N4) 252
SEnEHETY &7z (stage migration) (Table 2)", L7457, X
AR Y N EIEEREROE W S (+), NI~3512F

T,
drug
penetration
from artery

excretion of drugs
into space with

low interstitial o *
pressure .

:lslnmflion of s d drug diffusion area . N .
CARy B = oo LERE TR TFIRREIIRER ) o EiEE R T 2 &
© cmwel g dugs DEETHS. B, BARIOT EBRRT L,
O atery ™Y mesotelia cels D2 vs D4® randomized study 21F7-> T\ 3,
Table 1 Patients underwent peritonectomy and intraoperative chemo-hyperthermia
rimary or | _ |
age Ir);lcrg?rrgngé resected organs hours | blood loss | complication
1| 45 |recurrence | Hys, Adnex, SC, SP | 5h35m 1.91 | —
2 35 | primary TG, MRS, SC, SP 8h35m 3.31 | —
3 56 | primary TG, Hys, Adnex, SC, SP 8h 2.01 atelectasis
4| 47 | recurrence Hys, SC, SP 6h 1.31 —
5| 56 | recurrence PE, TC, SC, SP 11h50m 8.21 bronchospasms
6| 58 | recurrence HYS, Adnex, MRS, SC, SP 9h 1.31 fistula
7| 35 | recurrence TG, Hys, Adnex, MRS, SC, SP 8h35m 3.51 abscess
8| 78 primary TG, SC, SP 9h45m 0.91 abscess
9| 12  primary TG, SC, Sp 7h 2.31 —
10| 48 | recurrence TG, PD, SC, SP 10h15m | 8.41 —
11| 57 | recurrence TG, Hys, Adnex, SC, SP, P1 8h45m ‘ 3.41 pneumonia
12| 48 | recurrence Hys, Adnex, SP 6h35m 1.91 —
13| 50 | primary TG, Hys, SC, SP 8h30m 5.61 -
14 | 40 | recurrence SC, Hys, Adnex, SC, Eso 8h25m 2.61 -

Hys: hysterectomy, Adnex : adnexectomy, TG : total gastrectomy, MRS : massive small bowel resection,
SC: subtotal colectomy, SP: subtota peritonectomy, PE: pelvic exenteration, Pl: pleurectomy, PD:
pancreatoduodenectomy, Eso : esophagectomy
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Fig. 5 Survival curves of patients with P2/P3
peritoneal dissemination

Table 2 Correlation between macroscopic and
microscopic diagnoses of lymph node metastases
| i

| n0 | nl n2 n3 n4 Total
NO 6 4 1 0 1 12
N1 12 19 4 1 8 44
N2 6 12 9 & 6 36
N3 0 3 6 4 15
N4 2 3 1 1 27 34
Total 26 40 18 11 46 141

Fig. 6 Survival curves of patients with liver
metastasis according to the curability

—%, WEiE G2k T NG L 28 s - T
THI0WBE L 7o AXBIRA A 77— 5 Vs 5 NAC 21T
. ZO%HE, PERERIGEEECBERR <) o
ERBCHEVWHIROD 2 PMUE #EEE1TS. BHEIT
IEBRCER Y o HOYBRETTS. OB TH
BEa3hi: NGO 5 EEFERBI2% TH o7, Y4
R, TREHELEETHY, kb BEHICLEER
2T 70, MBREHELEI S RVLEEOERE
WEREIN S, VREOER L HBF NI +oRE
L, bLERZEOMRITED ShH WL E XX, MRIEE
BTV AV THEBETARETH S,
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Fig. 7 Survival curves of patients with liver
metastasis, according to the route of chemother-
apy—resectable cases—

0%

Fig. 8 Survival curves of patients with liver
metastasis, according to the chemotherapeutic
regimens

5. F¥Est%

RO O FRXBRT EBEE, FMIREE,
(EERFIONT 3 K, ZOMOEEERTEHOE
|5 %, curability B TiH10~40% b 0 5 f£ERFE
B3 EanTwv5 (Fig. 6)19712 Ly L, curability
B &4 2 BHIATEEE 2RO 5 REE LB nie D,
BOERIICERETH S, FEBEAOFIERIRT
BT B ONBIRICHE LA 7 —7 Vi S L8
BT POTESFE CERTEHRE LIELY

BEIZRIFTH 5 (Fig. 6). %7z, CDDP 2:Anizv
v A (PMUE, PMU) TR HlORE, Fik
BMMCZITHELILEDOLY RIFTH 2 (Fig.
7). FEBHITIE, £9 NAC #fTv, CT, EE~—
A —EIE THERD B - 7z LB NI BT FEMRIC &
% cytoreduction (JF¥EH, SBEEVIR) 2175, BE
HURBIFI T H2, H1OH TS E b BiS i YR
TRETH 5,
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Treatment Strategies for Far Advanced Gastric Cancer

Yutaka Yonemura
Department of Surgery II, School of Medicine, Kanazawa University

For the survival improvement of patients with far advanced gastric cancer, a strategy combined with
chemotherapy and surgical cytoreduction is important. Neoadjuvant chemotherapy increased the ratio of
curative resection, and improved the survival of patients with locally advanced disease (T4, N3 and/or
P1). However, patients with metastatic disease having liver metastasis, peritoneal dissemination or
paraaortic lymph node metastasis had poor prognosis, except for patients, who underwent complete
resection of metastatic foci. Peritoneal dissemination resists to the systemic chemotherapy because of the
existence of blood-peritoneal barrier. Consequently, this type of metastasis have been treated with
intraperitoneal chemohyperthia. The response rate after this therapy was 32% with a 5-year survival rate
of 12%. However, the survival of patients with intraperitoneal residual disease could not be improved
even after this therapy. To remove all the peritoneal dissemination, a novel, surgical treatment called
peritonectomy was developed. The survival after peritonectomy showed the best prognosis than that after
hyperthermia or systemic chemotherapy. These results indicate that the patients prognosis is closely
associated with residual tumor burden and that the degree of surgical cytoreduction influences the
patients survival with advanced gastric cancer.
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