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1 7V v FH &4k D % & cell-lines
G 1 A i Hep # 2 Hela
% o B OE fE | BEBERZE | 1k R |P B B | EEFEE(E - X|F B {# %‘I‘E
(M) (CPM) (CPM) (%) (CPM) | (CPM) %) (CPM) ) (%
none 1,805.9 98.2 — 765.4 37.0 — | 7,115.6 746.4 k —
IUDR 104 128.2 7.9 92.9 71.2 4.3 90.7 356.7 62.5 95.0
10-8 225.7 23.9 87.5 267.8 92.2 65.0 190.8 53.7 97.3
6-MP 104 123.1 5.3 93.2 229.7 55.8 70.0 225.1 24.7 96.8
1078 201.1 62.5 88.9 297.4 127.2 61.1 202.0 18.6 97.2
10-8 72.2 11.3 96.0 192.8 5.3 74.8 197.3 16.8 97.2
6-MPR 104 108. 4 22.0 94.0 460.6 25.1 39.8 199.5 21.8 97.2
1075 128.2 14.5 92.9 481.1 36.5 37.1 244.4 50.7 96.6
10-8 193.2 46.8 89.3 307.3 33.8 59.9 | 1,580.6 291.6 77.8
TG 104 223.9 24.9 87.6 472.5 26.5 38.311,292.6 166. 4 81.8
10-8 247.4 17.1 86.3 513.1 65.5 33.0|1,743.4 217.6 75.5
10-3 132.2 4.2 92.7 89.6 13.1 88.3 188.5 3.3 97.4
6-MPR (s-s) 104 200.4 13.9 88.9 87.3 8.1 88.6 221.7 25.3 96.9
10-8 390.1 10.1 78.4 88.1 14.4 88.5 350.2 82.1 95.1
10-3 335.1 2.1 81.4 263.3 80.8 65.6 | 2,426.2 403.6 65.9
6-MPi 104 345.2 24.3 80.9 308.5 187.2 59.7 | 5,701.5 251.7 19.9
10°8 849.0 58.8 53.0 419.4 32.3 45.2 | 7,247.2 510.6 0
2 7V v FH HME DK fE cell-lines
{Eﬁﬁ il
\
& e Hep ﬁ 2 HfLa L
% o z%ﬁ ¥ ¥ fE | BRIk R|P B | EEREE I R|F B E|EEFEZE|E
(M) | (CPM) | (CPM) (%) (CPM) | (CPM) (%) (CPM) | (CPM) (/ )
none 921.5 171.6 — | 1,461.7 136.7 — 916.3 75.5 —
Mitomycin C| 107% | 243.3 24.1 73.6 248.1 21.8 79.6 304.9 32.7 66.7
10-8 185.2 36.3 - 79.9 675.3 28.4 53.8 165.6 18.5 81.9
6-MP 104 176.0 42.9 80.9 894.6 33.1 38.8 177.3 16.0 80.7
105 456.1 42.0 50.5 | 1,208.8 83.4 17.3 259.4 31.6 71.7
10-8 92.2 27.1 90.0° 418.0 59.8 71.4 173.9 19.0 81.0
6-MPR . "10—‘4, 157.6 11,07 82. 9| .752.8 118.9 48.5 200.5 44.1 78.1
10-5 207.3 3.1 77.5 | 1,080.2 90.7 26.1 236.0 28.7 74.2
103 115.5 86.6 87.5 358.1 66.6 75.5 229.8 12.8 74.9
TG 10 256.9 17.3 72.1 901.9 55.0 38.3 270.1 17.2 70.5
10-8 285.5 21.4 69.0 |'1,056.8 96.2 27.7 348.0 17.9 62.0
10-%"|. . 102.6. 9.6 88.9 343.5 46.7 76.5 90. 2 10.5 90.2
6-MPR (s-s) 104 0 249.1 1.9 73.0.|. . 945.7 43.5 35.3 195.9 29.4 78.6
1078 210.5 15.4 77.2 1 1,087.5 51.1 25.6 231.3 30.3 74.8
10-8 144.7 11.3 84. 3 650.5 71.6 55.5 201.6 14.0 78.0
6-MPi 1074 267.3 9.8 71.0 998. 3 28.0 31.7 464.9 90.2 49.3
10-8 489.7 34.4 46.9 | 1,185.4 29.6 18.9 579.2 42.6 36.8
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ODNA &R T 5 E&
MDBK CEF MEF REF
Y3 | EEREE| BIEX | ¥ 5 E|EREZE| BIEX | 5 E|FERREE HIEX | ¢ B [ EEREE HEX
(CPM) | (CPM) | (%) | (CPM) | (CPM) | (%) | (CPM) | (CPM) | (%) | (CPM) | (CPM) | (%)
2,993.8 199.0 — 461.2 28.9 —11,318.3 | 126.5 — | 1,814.5 72.9 —
167.2 26. 4 94.4 81.2 11.7 82.4 106.1 11.6 92.0 161.0 15.1 91.1
1,153.5 77.2 61.5 242.6 13.9 47. 4 588. 8 65.9 55.3 974.9 19.8 46.3
2,568.6 130.6 14.2 438.1 12.1 5.0 697.8 58.2 47.1 ] 1,449.5 92.3 20.1
2,787.6 124.5 6.9 485.6 38.8 0 978.3 76.8 25.8| N.D.* — —
630.8 72.4 78.9 189.5 7.3 58.9 252.4 17.3 80.9 460.3 60.9 74.6
2,104.0 146.4 29.7 314.3 10.6 31.9 717.3 14.5 45.6 | 1,267.7 27.0 30.1
2,375.6 181.5 20.6 315.0 2.3 31.7 908.2 | 106.0 31.1 N.D. —_ —
1,947. 4 35.1 35.0 150.9 13.4 67.3 314.7 17.1 76.1 993.8 71.0 45.2
1,848.5 193.3 38.3 260.6 13.6 43.5 530.1 30.5 59.8 | 1,329.0 34.3 26.8
3,025.0 20.1 0 326.2 11.7 29.3 592.9 47.2 55.0 N.D. — —
207.8 21.5 93.1 118.3 13.1 74.3 177.1 14.8 86.6 745.9 54.7 58.9
1,321.0 48.7 55.9 224.7 24.5 51.3 514.3 48.1 61.0 | 1,352.7 85.3 25.5
2,356.0 144.6 21.3 310.1 15.4 32.8 785.9 69.7 40.4 N.D. — —
1,881.1 24.3 37.2 407.8 8.6 11.6 504.6 29.0 61.7 N.D. — —
2,651.3 354.4 11.4 359.8 15.4 22.0 887.4 49.2 32.7 N.D. — —
2,800.1 410.9 6.5 N.D. — — 950. 5 61.8 27.9 N.D. — —
* not done
xR T A2RNAA R e T 2R
MDBK CEF ME REF
S 3 {H | ERERE | BBIER | 3 (E (SEERFEE] BIER SF 35 fﬁ‘@iﬁﬁé PEIESR | SP 3 fE [BEHEfE2E] B IR
(CPM) | (CPM) | (%) | (CPM) | (CPM) | (%) | (CPM) | (CPM) | (%) | (CPM) | (CPM) | (%)
1,300.5 99.0 — 613.8 118.2 — 172.3 32.8 — 191.4 15.3 —
742.3 119.8 42.9 170.3 16.6 72.3 } 90.7 12.0 47. 4 113.1 17.7 40.9
544.6 43.6 58.1 295. 4 17.2 51.9 133.2 1.4 22.7 166.0 13.6 13.3
954.1 85.3 26.6 N.D. — — 158.8 13.8 7.8 218.2 25.0 0
1,024.8 78.1 21.2 N.D. — — 169.0 16.9 1.9 N.D.* — —
262.8 26.4 79.8 158.8 7.2 74.1 82.8 3.7 51.9 120.0 14.7 37.3
829.6 54.3 36.2 291.9 11.5 52.4 142.6 12.4 17.2 143.0 8.3 25.3
965. 8 12.5 25.7 351.9 26.3 42.7 165.1 7.4 4.2 N.D. — —_
801.4 24.0 38.4 359.1 68.8 41.5 81.6 9.5 52.6 126.5 15.3 33.9
872.2 49.8 32.9 232.0 21.4 62.2 135.8 14.1 21.2 212.3 16.9 0
1,192.5 57.3 8.3 N.D. — — 152.3 24.4 11.6 N.D. — —
N.D. — — 116.2 5.3 81.1 120.3 24.1 30.2 118.4 4.5 38.1
723.6 59.1 44.4 270.0 29.1 56.0 126.9 6.5 26.3 146.5 27.7 23.5
1,053.5 113.0 19.0 N.D. — — 147. 4 9.9 14.5 N.D. — —
534.6 85.1 58.9 351.3 40.6 42.8 130.5 5.3 24.3 N.D. — —
948.2 67.5 27.1 381.6 25.4 37.8 185.4 0.1 0 N.D. — —_
1,090.9 85.5 16.1 N.D. e — 152.9 16.1 11.3 N.D. — —

* not done
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3 7V v FH H K oo K & cell-lines

W&m@ Hep § 2 HeLa L
5 | BT | T REGE(N T8 G RERE | * T 2 GAEEEW %
(M) | (CPM) | (CPM) (%) (CPM) | (CPM) (%) (CPM) | (CPM) (%)
none 818.3 | 114.3 — | 1,574.9| 192.4 — |2,522.3| 191.0 —
Cycl"he’r‘f}'ide 104 | 105.4| 10.1| 87.1| 182.3| 21.6| 83.4| 164.3 2.8 935
108 | 645.2| 651 21.2|1,693.4 7.5 0 771.1| 208.1| 69.4
6-MP 10-+ |1,018.4| 107.3 0 |1,803.4| 917 0 |218.1| 261.8| 132
105 | 864.7| 88.2 0 |1,738.1| 155.2 0 |2400.6| 339.3 4.8
108 | 693.0| 42.5| 15.3|1,880.0| 104.2 0 871.4| 34.9| 65.5
6-MPR 104 | 710.3| 154.9| 13.2|1,418.1 42| 10.0(1,89.6| 14.0| 24.8
105 | 570.0| 70.4| 30.3|1,937.0| 182.6 0 |2726.6| 64.4 0
108 | s552.3| 24.0| 32.5|1,02.0| 198.1| 349| 833.3| 58.2| 67.0
TG 10+ | 923.7| 37.1 0 |1,394.1| 95.7| 11.5|1,802.1| 138.9| 28.6
105 | 694.9| 44.8| 15.1|1,344.7| 82.1| 14.6[269.3| 213.8 0
108 | 469.5| 46.2| 42.6|1,270.6| 50.7| 19.3|1,705.9| 79.8| 32.4
6-MPR (s-s)| 10-* | 580.6| 40.0| 29.0|1,614.3| 53.0 0 |2011.0| 178.3| 20.3
105 | 611.4| 58.9| 25.3|1,450.5| 53.7 7.9 | 2,627.3 | 269.9 0
108 | 465.3| 59.6| 43.1|1,655.1| 94.3 0o |1,541.1] 178.8| 38.9
6-MPi 104 | 904.1| 186.8 0 |1,591.2| 123.6 0 |203%.6| 105.4| 19.3
105 | 912.3| 35.8 0 |1,571.9| 155.2 0.2 |2,546.9| 153.3 0

%1, RNA & X0 DNA AR OMIEEZRTIDOTHD,
SENER SO RNA SRPAER & LT MMC %
B\uwico
KBERSLUEE

SH-thymidine DB b AR T 5 H&Er % 1, SH-
Uridine 0B D ARICHT 5B &A% 21, SH-leucine
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T2 EBHEARCH T 5 8

MDBK CEF ME REF

Sy (A | BEERE| HIER (P B EEERE| BIEXR | ¥ 5 E|EERE BIEX |F B EERFEE HIEX
(CPM) | (CPM) | (%) | (CPM) | (CPM) | (%) | (CPM) | (CPM) | (%) | (CPM) | (CPM) | (%)
934.2 l 127.8 — | 666.8| 134.9 — | N.D.* — —| N.D — —
133.7 1 14.0| 85.7| 102.3 21.7| 84.7| N.D. — —| N.D — —
412.7 22.9| 55.8| 666.1| 184.0 0.1 N.D. — — | N.D — —
853.6 31.4 8.6 | 536.8 90.3| 19.5 — — — — _ _
939.9 43.7 0 662.3 84.0 0.7 — — - — _ _
517. 4 4.0 44.6| 762.1 45.8 0 N.D — —| N.D — —
898.1 | 103.1 3.9 749.1 43.3 0 — — — _ — _
1,063.9 59.4 0 739.0 20.8 0 — — _ — _ _
436.2 50.4 | 53.3| 434.9 19.3| 34.8| N.D — —| N.D — —
971.5 | 151.5 0 445.4 56.4 | 33.2 — — — — — _
1, 000. 8 60.6 0 796.3 62.7 0 — - — _ — _
"536.9 58.1 42.5| 589.9 24.2 11.5 N.D — — N.D — —
646.2 43.4| 30.8| 834.7 53.2 0 — — — _ — _
1,078.1 53.2 0 746.0 56.3 0 — — — _ — _
574.5 20.1| 38.5| 562.9 25.7| 15.6| N.D — —| N.D — —
904.7 62.6 3.2 966.2 52.1 0 — — — _ — —
873.3 27.9 6.5| 844.0 34.2 — — — — — | _
* not done
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L, 7Y viEEko R 1% Hep No. 2, Hela kX
UL MifaD X 5 7o EE M % 7o i35 < b Lol s
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ANTITUMOR EFFECT OF NUCLEIC ACID ANALOGUES (III)

Tumor-specificity of Purine-analogues in the Inhibition
of Nucleic Acid Biosynthesis

Hisako Tonecr, Mariko Nacanuma and SuicesHr ToyvosHima
Division of Chemotherapy, Pharmaceutical Institute, School of Medicine, Keio University

To establish an advanced screening method to find less toxic antitumor agents, the effect of several
purine analogues on the biosynthesis of protein and nucleic acids in various cell-lines was investigated.
Mitomycin-C, Iododeoxyuridine and Cycloheximide inhibited either of malignant cells and non-malignant
cells, while 6-Mercaptopurine, 6-Mercaptopurine riboside, Thioguanosine and Bis (6-Mercaptopurine
ribosibe) compound inhibited remarkably the biosynthesis of nucleic acids in malignant cells, but fairly
that of non-malignant cells. These findings suggest that such an in vitro screening system may be
useful to find less toxic antitumor agents.



