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Maintenance of the Activation of Peritoneal Macrophage in
Patients with Ovarian Cancer by the Repeated
Administration of Sizofiran and Interferon y

Jui-Tung CHEN, Katsuhiko HASUMI and Kazumasa MASUBUCHI
Department of Gynmecology, Cancer Institute Hospital, Tokyo

BEE  IRBLRE 4 S5 L second look laparotomy D Bi#4IC sizofiran D5 & interferon y (IFNy)
DEBEREE% 3~ 4 BEZ L icfTv, BERSCIVBRLE<27r7 7 —2 (Mé) DE DM, V
AAEY Y » H 74 FRIBHED interleukin 1(JL-1), IFNy, tumor necrosis factor(TNF), prostaglandin
E, (PGE,) DEARDOILEN L OEAOMBKIT G I L VR IR TV B0 E 5 5 L,

D M¢ BULFFRENCHIB0ME L Lg%,

@ IL-1EEARE R FFryc# 8 f5 L e sn L 7z,

@ IFNy ELERITHREN ML 7,

@ TNF EAERRIFFBCH 4 B Bt 7,

® PGE,EA£REFHANCHIFEL il 72,

BLEX Y, sizofiran & IFNy O 5% 3 ~4 HEZ g VET Z L2k b, I Mé x4 % #l
PRIMFEFEI N, PGE,0EABE LML, IL-1, IFNy, TNF E4fEIIEFNCTEL Tk D,
WHlOBEIC X 5TEEILMe OMBEEIERA FETESZ LHATRB IR,

Synopsis Four patients with ovarian cancer were treated with a 20mg injection of sizofiran, a MW 450,000
f-1,3-glucan, intramuscularly one day before and 4,7,11,14,18 and 21 days after second look laparotomy and
with the administration of 2 million units of interferon vy intraperitoneally at 0,4,7,11,14,18 and 21 days after
second look laparotomy. Peritoneal macrophages were obtained from the patients by peritoneal washing
with saline through an indwelled tube. The number of macrophages was increased to about 30 times after
the treatment. The concentrations of interleukin 1, interferon y, tumor necrosis factor and prostaglandin
E, in the media of 24-hour cultured macrophage with 10ug/ml of LPS were also increased throughout the
treatment. These data suggest that the every 3 to 4 day treatment with sizofiran and interferon y
maintained the activation of peritoneal macrophages which might lead to retention of the antitumor
activity in patients with ovarian cancer.
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FIGLTHEESE YRR T 28R NDEREL TS
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BRI 33 513 sizofiran & interferon y IFNy)
OHtRIcX Y, |51 BROBANEEREER
o, OEEM¢ OB ML, 4 BREFHET S
Z &, @Mg @ interleukin 1 (IL-1), IFNy,
tumor necrosis factor (TNF) O EAGENERBIC
TET S &, QEBIVREFHICS 2D Mé 12X
BHELrufle WP BEIND I L WEL
7":1)~3).
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MREMFRE HE

Informed consent &7 IPBIE 4 Flh A H &
Lic, NEEMDOFHE#RITA3.3 (33~54) i,
EEREFTHIE 1Ic 2 41, IIb 141, Ic 160, Mk
Fix 4 5l & b serous cystadenocarcinoma T &
Dt AFIF2HIEBROREDID, BHD2
%11 complete response DFEFR D 7=, second
look laparotomy (SLL) % {727,
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HFHEHL, O sizofiran | 20mg/1A, BHIFHIE
8, @ recombinant IFNy : 20077 U/1A,
KW2202, HAFBEHTH 5,
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(D SLL 248 sizofiran 20mg % fHEE,

@ SLL#TE# I IFNy 2005 U % 4 &100ml
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® fik 4, 7, 11, 14, 18, 21H BT sizofiran
20mg DOk & IFNy 20077 U O ERER#E 5 % [
BRCHfTL, F=2—7%%FEL .
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Mg D#EE L 528 L o IL-1, prostaglan-
din E,(PGE,), IFNy, TNF EE OHIE b B2
DX 3 T olz, Mé %210%FCS i RPMI-1640
TIX10%E/ml A B L, KEE10/ml D
lipopolysaccharide (LPS ; Difco #) %o 5
Z 24FFHEIBEE L, REYHRRL A, LiEF D IL-1,
PGE,, IFNy, TNFEEOHIZE & L T, IL-1iX
CISTRON IL-18 (**ID)RIA kit iz X 5 RIA ¥&T,
PGE,* RIA ¥ ©, IFNy i CENTOCOR
Human y-IFN RIA kit @ & % RIA ¥, TNF
X L-cell assay 12 X 5 bioassay & X b {707,
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I. BEM¢ H (X10%/mD) D&EREAL

Mg % 12 BA IE K50.86+£0.41T » o 7 723,
sizofiran & IFNy o# 5 X b L, Day Lic
1386.6+32.4, Day 412i%99.7+114.5, Day 51
13106.5+26.5, Day 71&i366.4+52.3, Day 8ic
'368.0+63.6, Day 1112 %183.74248.9, Day 12
1Z¢%399.0+622.2, Day 14121%32.1+10.1, Day
1512.1349.0+26.0 & FFeAN 305 L e L
7= (1),

[I. M¢ @ IL-1 (ng/ml) EABEDERHZEAL

Mg @ IL-1E A B ER0.22+0.27TH
7273, sizofiran & IFNy o 5w X b #hnL,
Day 11&i36.82%+3.53, Day 4iz134.15+1.84,
Day 5ici34.00+1.29, Day 7wi32.53+1.81,
Day 81237.06£2.60, Day 11i2%3.42+0.99,
Day 1212133.86%2.71, Day 14ix132.89+2.62,
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K1 Changes in the number of peritoneal macrophage following the treatment
with sizofiran and interferon y.
Sizofiran (20mg ; i.m.) was injected 24-hours before SLL. Interferon y (200 X< 10°
U; i.p.) was administered after SLL (Day 0). At 4, 7, 11, 14, 18 and 21 days after
SLL both agents were simultaneously co-administered. — O —shows the mean
value of the number of macrophage in treated patients. — ® —shows the number
of macrophage in each treated patient.
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2 Changes in the concentration of IL-1 in the media of 24-hour cultured
peritoneal macrophage, following the treatment with sizofiran and interferon y.
Macrophage was obtained by the peritonel washing with saline and cultured in
the media of RPMI-1640 with 10xg/ml of LPS for 24 hours. — O —shows the
mean value of the concentration of IL-1 in treated patients. — ® —shows the
concentration of IL-1 in each treated patient.

Day 1512131.89+1.61 & Ffcaycf 8 2Ll i
it (K2).

II. M¢ @ IFNy(IU/mD E4£REDZRHIZEL

M¢ @ IFNy EA R IBER2.29+:4.51TH
D7, sizofiran & IFNy o#51 X b, Day 1
12135.80+6.62, Day 412136.00+9.78, Day 51
136.85+9.41, Day 712132.00+1.63, Day 8icit
16.48+18.94, Day 11i2t34.45+3.64, Day 12ic
1321.05+36.24, Day 1412i21.01+1.44, Day 15

1Z0321.41428.03& B IEFHmAOCE ML & (K
3).

IV. M¢ ® TNF (U/ml) BEHRED RRZAL.

Mg o TNF EAREIIBAERE32.7£51.9TH
7273, sizofiran & IFNy 051 X b #in L,
Day 112 1%711.0+398.9, Day 4ic 13445.0+
417.2, Day 51z (3817.5+611.7, Day 7« ik
217.7+253.4, Day 812i3334.7+259.4, Day 11
121%317.7+103.4, Day 1212.3.645.5+658.3, Day
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3 Changes in the concentration of interferon y in the media of 24-hour

cultured perioneal macrophage, following the treatment with sizofiran and
interferon y.

Macrophage was obtained by the peritonel washing with saline and cultured in
the media of RPMI-1640 with 10xg/ml of LPS for 24 hours. — O —shows the
mean value of the concentration of interferon y in treated patients.
— ® —shows the concentration of interferon y in each treated patient.
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B4 Changes in the concentration of TNF in the media of 24-hour cultured

peritoneal macrophage, following the treatment with sizofiran and interferon y.
Macrophage was obtained by the peritonel washing with saline and cultured in
the media of RPMI-1640 with 10xg/ml of LPS for 24 hours. — O —shows the
mean value of the concentration of TNF in treated patients. — ® —shows the
concentration of TNF in each treated patient.

HERE435125

14143133.7£8. 14 &L Fipy e #9 4 f&5 LI L5
Lc (K4).

V. M¢ O PGE, (pg/ml) EAREDRERFHIZAL.

Mg D PGE,E AR BARERF194.7+£307.6TH
722, sizofiran & IFNy o5 X b #mL,
Day 1& 26,350.0+5,849.7, Day 41 &
7,133.3+7,006.0, Day 51 1%10,345.0%
1,633.4, Day 7i12i%6,239.3+5,175.8, Day 8i

138,915.0+£2,869.2, Day 111 1%3,986.7=%
2,338.9, Day 1212133,446.7+2,706.9, Day 14
12 132,440.0+1,075.3, Day 151 %3,146.3%
2,785.2 & FEHT 128 LA B in L 2= (K 5),
z £
EELIMANETREEREZELRNF L L C,
sizofiran D ik & IFNy OEREAHR 5 X 518
FeMg OB LA L, LT, BrHEEL
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K5 Changes in the concentration of PGE, in the media of 24-hour cultured
peritoneal macrophage, following the treatment with sizofiran and interferon y.
Macrophage was obtained by the peritonel washing with saline and cultured in
the media of RPMI-1640 with 10xg/ml of LPS for 24 hours. — O —shows the
mean value of the concentration of PGE, in treated patients. — ® —shows the
concentration of PGE, in each treated patient.

X 5w, MAIOGAEERE Mé B x itk 4 BREHA
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BEH 1 Clusters of ovarian cancer cells in the
saline of peritoneal washing before the treatment
of sizofiran and interferon y (X100).

Two multicellular clusters containing vacuoles
are seen.

LR Mg EHELOERPME 4 AR EE LD
han, ZomAlx 4 BRI cBrETo L
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2,
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EHE 2 Clusters of ovarian cancer cells in the

saline of peritoneal washing after the treatment
of sizofiran and interferon y (X100).
Cancer cells ware obtained from the same patient
of Phot. 1 at 21 days after SLL. The irregularity
of the cell surface, large vacuoles and diminish-
ing the size of nuclei were suggestive of degenera-
tion.
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