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Table 1 Antitumor activity on leukemia

Table 3 Antitumor activity on leukemia

P-388 L-1210
Dose*! Dose*! |
60-d 60-d
Drug | (mg/kg/ MDS™ | ILS%* |qyryivors  Drug | (mefkg/ | MSD™ | ILS7c |survivers
control saline } 12 ‘ 0 I 0 control ‘ saline ' 9 0 1 0
14. 4 19 58 0 20.0 19 111 0
10.0 >60 >500 7 14. 4 >19 >111 1
R_74 7.2 45 >275 3 10.0 16 78 0
4.8 26 117 0 R-74 7.2 15 67 0
2.4 19 58 0 4.8 14 55 0
1.2 15 25 0 2.4 13 44 0
55. 2 16 33 0 1.2 1 2 | 0
41.3 >22 >83 1 55.2 19 111 0
CTX 27.6 >60 >400 4 41.3 16 78 0
13.8 >24 >100 1 CTX 27.6 15 67 0
6.9 22 83 0 13.8 10 11 0
*1 : Treatment was given i.p. from Day 1 to 6.9 10 R 0

Day 9.
*2 : Median survival day.
#3 : Increased life span.

Table 2 Effect of R-74 on leukemia P-388

Dose
Treatment 60-day
(tgg}/’l)(g/ schedule MSD*! ILS*2 survivors
control 10 0 0
57 Day 1—7 20 100 0
2.9 15.5 55 0
control 12.0 0 0
10 Day 1—4 31.5 | >163 2
5 23.0 92 0
10 25.5 113 0
Day 1,3,5,7

5 | Y 21.0 75 0

*1 : Median survival day.
*2 : Increased life span.

$0 1, 3 5 WXOTHORBH 5-FF L v 7 HEEA
BEBEDIZ O M ChICBRBRE B bR,

(3) EHRLICH B/AMCHT DR

MR 7 B B OB 1x107 B% ddy ~v ADHE
BB 24 B DEERSETHREYRBL, &
HHREXLBbRcL S 7.2mg/kg %#EH 10 BEE
E L4 ILS 12 275% M ETT7TER 4 ENTELRE
L, 4.8mg/kg BHEFHTH 2EAEE LI —7,
CTX #5804, 55 2mg/kg 5D ILS 21188
% LAk, 41.3mg/kg #5T 163% LA LD ILS 2185
N, FRFER3E LV 2TEHMTEL AR L (Table 5),

*1 : Treatment was given i.p. from Day 1 to
Day 9.

*#2 : Median survival day.

*3 : Increased life span.

Table 4 Effect of R-74 on leukemia L-1210

Dose I
Treatment ; 60-day
(n:ig/kg/ % schedule MSD*! | ILS*2 | survivors
ay)
control ‘ 8 l 0 0
5.7 | Day 1—7 13.5 69 0
2.9 13.0 | 63 0
control | 10 | o0 0
10 | Day 1—4 16 60 0
5 14 40 0
10 14.5 | 45 0
Day 1,3,5,7 |
5 ay 13 ‘ 30 0

*1 ;: Median survival day.
*2 ; Increased life span.
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BT 80% DEIEERMAF BRI,

(b) NF sarcoma BEXER
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tck b, Table7 D k¥ b, sarcoma 180 iZxf3 5%
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Table 5 Antitumor activity on EHRLICH
ascites carcinoma

Dose*! 60-day
*2 3
Drug (rggs/’l){g /| MSD ILS* survivors

(control saline 16 0 0
10.0 42 >186 1

7.2 >60 >275 4

R-74 4.8 26 >63 2
2.4 23 44 0

1.2 19 19 0

55.2 46 >188 3

41.3 42 163 1

CTX 27.5 26 63 0
13.7 16 0 0

6.9 16 0 0

*1: Treatment was given i.p. from Day 1 to
Day 9.

*2 ; Median survival day.

*3 : Increased life span.

Table 6 Effect of R-74 on sarcama 180

Dose*! Mean Inhibi- Body |Mean spleen
(mg/kg/| tumor*? tion |weight on| weight
day) |weight(g) | (%) |Day 7 (g)l (mg)

saline [0.8404+0.31 0 |24.44+2.07) 192.2+44.3
5.7 10.164+0.16, 80 [19.441.61] 34.4+6.90
2.85 (0.681+0.41 19 [22.5+1.68 103.1+36.4

1.43 |0.810+0. 50‘ 13 24.5%0. 99‘I 149.2+38.2

*1: Treatment was given from Day 1 to Day
7.

*2 : Mice were sacrificed on 10th day after
inoculation of tumor.

Table 7 Effect of R-74 on NF sarcoma

Dose™” nﬁ?ﬁ*z Inhibi-| Body Sl\gﬁfe‘;
(rgg/kg/ weight t}’on ]V)velgl;t oM weight
ay) (g) (%) ay 7 (g) (mg)

saline [0.623+0.14 0
5.7 10.088+0.07 86
2.85 (0.35440.213 43
1.43 (0.56440.11 9

26.0+1.76{196.8+43.9
17.7+2.49 25.1+10.3
23.2+1.58 65.5+22.5
24.1+1.66122.44+33.9

*1: Treatment was given i.p. from Day 1 to
Day 7.

*2 : Mice were sacrificed on 10th day after
inoculation of tumor.
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COMPARATIVE INVESTIGATION OF THE ANTITUMOR
ACTIVITY OF R-74 AND CYCLOPHOSPHAMIDE

Jun’icHr Murase, Tovoniko Morino and Hirossr Yamamoro
Department of Research and Development, Toyo Jozo Co., Ltd.
Kankr Komivama and Iwao UMmEzawa

Department of Cancer and Pathology, Kitasato Institute

R-74, 1,4-di (2-methyl sulphonyloxy-ethylamino)-1, 4-dideoxyerythrite-dimethylsulphonate, is an
alkylating agent whose antitumor properties were originally determined by tests against transplanted
tumors. In the present study attention has been focused primarily to compare the antitumor effect
between R-74 and typical alkylating agent cyclophosphamide (CTX). Mouse leukemia P-388 and L-1210,
EHRLICH ascites carcinoma, sarcoma-180 and NF sarcoma solid tumor, responded to treatment with
R-74, and some schedule dependency was observed. R-74 was intraperitonealy injected every day for
- 10 days from 24 hours after the intraperitonealy injection of leukemia P-388 into CDF; mice, all treated
animals survived more than 60 days at a dose of 10 mg/kg/day. CTX was most effective on leukemia
P-388 with a dose of 27.6 mg/kg producing an increase in median survival time of >400%, and 4 out
of 7 mice survived over 60 days. The effects of R-74 on leukemia L-1210 and EHRLICH ascites
carcinoma were almost equally effective with that of CTX. The effects of three therapeutic schedules
(daily for 7 days, daily for 4 days, and every other day for 7 days) with R-74 were evaluated on
mouse leukemia L-1210 and P-388. It was found that daily treatment for 4 days was most effective
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against leukemia P-388, but no remarkable schedule dependency was observed on leukemia L-1210.
R-74 was intraperitonealy injected every day for 7 days from 24 hours after the subcutaneous trans-
plantation of small piece of sarcoma-180 or NF sarcoma solid tumor by a trocar, and the agent was
found to be equally effective in the treatment of sarcoma-180 and NF sarcoma solid tumor. The
toxicities of R-74 were evaluated by comparing the weight of spleen and thymus between treated and
untreated mice. It was observed that the weights were decreased according to the increasing of
dosage. Thus, R-74 was equally or more effective with CTX but lymphatic toxicities must be
considered.



