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n Administration schedule Average life-prolongation

rate (%)

1 41w 42w 43w +dw 45w X 0 200
sCYLy 50.2¢17.1° |
6-00- L1 53.8+25.4 ]
sCY Ly 62.5¢11.4  p<0.025|
7CY 45.4+13.7 |
7 MMC 51.0£24.3 |
10 L1 _______. 48.2£16.3 |
9 Control 32.8+11.1]

14 CY Ll________ 101.3+30.8  p<0.025]
16 Control 48.0+31.2 |

CY ! cyclophosphamide 100 mg/kg X 1,i.p.
MMC : mitomycin C 0.5mg/kg X 5,i.p.

L1 :lentinan 1 mg/kgx20,i.p.

* Average no. of survival days.

Fig. 1. Additive effect of lentinan and other
chemotherapeutic agents on autochtho-
nous solid tumor in mice

N Administration schedule Average life-prolongation

rate (%)

+1 +1w +2w +3w +4w +5)v L 190 L 2p0
8CY 1 _______ 45.5228.7° |

8CY 11 _________ 55.1£21.5 |

8 Y Ll ________ 65.1422.5 [p<0.05
6 1Y . 4574269 |

8 L1 ... 195117 |

6 CY 45.5+17.0
14 Control 45.0+13.0

Fig. 2. Administration schedule of lentinan in
combination with cyclophosphamide

Average life-prolongation

n Administration schedule rate (%)

+hl .*?WA '0-‘5w‘+ZwA A-OI‘OWI-*!ZW 0 L 190
16MMC L1, MMC LI MMC Ly |s3.4221.0° |
I6MMC — MMC MMC 3142171
11 Control 45.4+21.8 |
18 CY L1 CY LL_CY Lll46£10.6 |
18 CY CcY cY 48.3+20.8 I
16 L1 Ll Ll fagazasyl
16 Control 48.1£20.0 |

MMC : mitomycin C0.5 mg/kg x5.i.p.
CY : cyclophosphamide 100 mg/kgx 1,i.p.

L1 : lentinan 1 mg/kgx20.i.p.
*Average no. of survival days

Fig. 3. Effect of repeated combination of len-
tinan and other chemotherapeutic agents
on autochthonous solid tumor in mice
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n Administration schedule

Average life-prolongation

rate (%)

Tl tlp +2w +3w +dw +5w R L2
scy LI ___.___ 55.1+21.5° |
14 Control 35.0£13.2]

8cy _..LO»> ____ 62.0+26.8 |

8 CY 68.0+31.7 |

8 _.L05> 58.4128.0 |

8 L0255 ____. 48.3+4.4 |

8 Control 48.1+4.4 |

8 CY 5 65.1+22.5 ]p<0.05
14 Control 45.0£13.2]
16 CY __LO0% 87.9+33.5 p<0.005]
16 Control 48.0+31.2

CY : cyclophosphamide 100 mg/kgx1,ip.

L1 : lentinan 1 mg/kgX20,i.p.

L 0.5 : lentinan 0.5 mg/kg x 20.i.p.
L 0.25 : lentinan 0.25mg/kgX 20,i.p.

*Average no. of survival days

Fig. 4. Dose of lentinan in combination with

cyclophosphamide

n Administration schedule

Average life-prolongation
rate (%)

+1 +lw +2w +3w +4w +5w o, o AW
8CY L5 ________. 66.5+31.7° |

S % I 46.6+26..8]
8 Control 48.1:4.4 |
16 L5.CY. ... [ e85:%68 |
wLls S . 79.6:+21.8 P<0.005|
16 Control 48.031.2 |

CY : cyclophosphamide 100 mg/kg %1, i.p.
L5 : lentinan 5 mg/kg X 20 orx 40, i.m.

*Average no. of survival days.

Fig.5. Administration schedule of lentinan in
combination with cyclophosphamide
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Average life-prolongation

n  Administration schedule rate (%)
1 lw +2kw +3w +4w +5w L 190 L 290
, BF0 L0 . 70.4:27.1° |
8 5FU 47.8+40.1

16 Control 48.0+31.2

5-FU : 5-fluorouracil 25 mg/kg X5, i.p.

ko ey g T
Fig. 6. Additive effect of lentinan and 5-fluoro-

uracil on autochthonous tumor
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Foot pad reaction against

n  Administration schedule tumor antigen( ~ 10 2 cm)
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7% 754 70"
7 OY & 8.046,2
7 CY e B.716.0

7 1424128 |

7 CY % [25.248.1 (D<0,0@
7 CY -l 35.4425.9 (9<0.005) |
7 CY wi[28.7£16.2(p<0.01) |

CY: cyclophuq;hamxde 200 mg/kgx1,i.p.
L1 : lentinan 1 mg/kg/day. i.p.
v ! Estimation day of foot pad reaction.
A\el‘ll».c value of foot pad reaction against tumor antigen.

Fig.7. Effects of drug administration on foot pad
reaction against tumor antigen in autochtho-
nous solid tumor bearing mice
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COMBINATION AND TIMING OF LENTINAN WITH OTHER
CHEMOTHERAPEUTIC AGENTS

PART 3. STUDIES ON MOUSE AUTOCHTHONOUS TUMOR

Tsuyosur SHio

Life Science Laboratories, Central Research Laboratories,
Ajinomoto Co., Inc, Yokohama-244, Japan

We studied the effect of combinations of lentinan with other cancer-chemotherapeutic agents and
their timing on C3 H/He mice bearing an autochthonous tumor induced by subcutaneous injection
of 3-methylcholanthrene.

Administration of either lentinan or cyclophosphamide alone had no life-prolonging effect, nor was
simultaneous use of the drugs effective.

Significant life-prolongation was obtained, however, when administration of lentinan was started
two or three weeks after cyclophosphamide treatment.

Similar results were obtained with the combination of lentinan and 5-fluorouracil.
tumor bearing mice, the foot pad reaction against tumor antigen was not observed at any time.

In autochthonous
When

cyclophosphamide was administered, reaction against the tumor antigen was found after 5 to 6 weeks.



