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Chemistry, Antitumor Activity and Mode of Action
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Table I-Regression of large solid Sarcoma 180 tumors in Swiss white mice

Compound Dose schedule(mg/kg) ggﬁ;{fn Deaths l\i?l.reosf cﬁes
¢is-Platinum (IT) (NHa) 2 (C1), 2.0 Daily 6 6 0 0®
4.0 Day 8 6 5 1 17°
4.0 Days 8 and 17 6 1 5 83
6.0 Day 8 6 2 4 67
6.0 Days 8 and 16 6 3 3 50
8.0 Day 8 6 0 6 100
cis-Platinum (IV) (NHs),Cl, 4.0 Daily 6 5 1 17°
6.0 Day 8 6 5 1 17*
6.0 Days 8 and 16 6 3 3 50
8.0 Day 8 6 3 3 £0
8.0 Days 8,16 and 23 6 1 5 &3
10.0 Day 8 6 5 1 17°
Controls 29 20 2 17b

*Death due to platinum compound

bExpected spontaneous regression rate.
*refer to 3

Table II-Antitumor activity of rhodium (ID) carboxylates against Ehrlich carcinoma in Swis mice

Compound Dose schedule Ul jnerease  £0 dave
Control Saline 13.9%1.2 0/9
Rh(I1),(CH;CH;CO0), 4mg/kg X 6days Toxic
2.5mg/kg X 6days 33.013.5 143 0/9
1mg/kg X 6days 33.84+2.8 149 0/9
0.5mg/kg X 6days 15.940.7 17 0/9
Rh(11);(CH5C00), 30mg/kg x 6day 24.245.11 78 0/9
15mg/kg x 6days 25.6+2.7 88 0/9
10mg/kg X 6day 19.6+2.4 44 0/9
Rh(II),(CH;CH,CH,C00), 1mg/kg x 6days 34.0%4.7 132 1/10
0.6mg/kg x 6days 43.4+4.0 197 2/10
0.3mg/kg x 6days 39.943.5 173 0/10

Refer to 32, 33 and 34.
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platinum (II) complex~} Ehrlich #ifds} 23 ¥ 0.9% salineo]} trichloroacetic acid® 4=
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dialysis4] 8 ¥ & o] &oted urglule] ol shyl F8AFo] A cis-dichloro (dipyridine) platinum
(ID-—3HE calf thymus DNA, &4 yeast RNAZL yeast t-RNAs} 2 83L& Aasig oyt
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complexo] o} o] SEEEBUEHTAANE oS S5 PUMFHS Ze FUERIE PAR3IE =
r#o] of8 groupe| o8] ALHz v AL T BRE ootz g,

ir

b
&

1. B. Rosenberg, L. VanCamp, and T. Krigas, Nature, 205, 4972 (1965).

2. B. Rosenberg, L. VanCamp, J.E. Trosko, and V.H. Nansour, Nature, 222, 385 (1969).

3. B. Rosenberg, and L. VanCamp. Cancer Res., 30, 1799 (1970).

4. B. Rosenberg, Platinum Metals Rev., 15, 42 (1971).

5. B. Rosenberg, L. VanCamp, E.B. Grimley, and A. Thomson, J. Biol. Chem., 242, 1347 (1967).
6. R.J. Bromfield, R.H. Dainty, R.D. Gillard, and B.T. Heaton, Nature, 223, 735 (1969).

7. R.D. Gillard, Record of Chemical Progress, 32, 17 (1971).

8. G.R. Gale, J.A. Howle, and E.M. Walker, Cancer Res., 31, 950 (1971).

9. G.R. Gale, C.R. Morris, L.M. Atkins, and A.B. Smith, Cancer Res., 33, 813 (1973).

10. A. Walpole, Nature, 234, 43 (1971).

11. R.J. Kociba, S.D. Sleight, and B. Rosenberg, Cancer Chemother, Rep., 54, 225 (1970).

12. R.]. Speer, S. Lapis, H, Ridgway, T.D. Meyer, and J.M. Hill, Wadley Medical Bulletin, 1, 103

(1971).

13. H.0. Hill, R.]J. Speers, E. Loeb, A. Maclellan and A. Khan, Advances in Antimicrobial and Anti-
neophastic Chemotherapy, Vol. 11, 1972 p—255.

14. N.O. Hill, and A. Khan, #bid., 1, 121 (1971).

15. G. Astaldi, and B. Talcin, #bid., 3, 7 (1973).

16. T.A. Connors, Platinum Metals Review, 17, (1973).

17. H.C. Harder, and B. Rosenberg, Intl. J. Cancer, 6, 207 (1970).

18. S. Kirschner, Y.K. Wei, D. Francis, and J.G. Bergman, J. Med. Chem., 9, 369 (1966).

19. A.J. Lippman, C. Helson, L. Helson, R. Kaubman, and Z.H. Krakoff, Cancer Chemther, Rept.
Part I, 57, 191 (1973).

20. E. Renshaw, and A.J. Thomson, J. Bacteriol. 94, 1915 (1967).



£ A 2 2ULaH HUEER Vol. 19, No. 1’

21.
22,
23.
24.

25.
26.

27.
28.

29.
30.
31.
32.

33.
34.

35.
36.
37.
38.
39.

R.C. Deconti, B.R. Toftness, R.C. Lange, and W.A. Creasey, Cancer Res., 33, 1310 (1973).

J.A. Howle, and G.R. Gale, Biochem. Pharmacol. 19, 2757 (1970).

J.A. Howle, G.R. Gale, and A.B. Smith, ibid., 21, 1465 (1972).

S. Wherland, E. Deutsch, J. Eliason, and P.B. Sigler, Biochem. Biophy. Res. Commun., 54, 662°
(1973).

K. V. Shooter, R.K. Merrifield, and A.B. Robins, Chem-Biol. Interaction, 5, 289 (1972).

T.A. Connors, M. Jones, W.C.]. Ross, P.K. Braddock, A.B. Khokhar, and M.L. Tobe, ., 5,.
415 (1972).

M.J. Cleare, and J.D. Hoeschele, Platinum Metals Review, 17, 1 (1973).

I.I. Chernyaev, F.V. Shenderelskaya, L.A. Nazarova, and A.S. Antsyshkina, Abstracts of Papers:
Presented at 7th International Conference on Coordination Chemistry, Stockholm, 1962.

M.A. Porai Koshits, and A.S. Antsyshkina, Dokl. Akad. Nauls, SSSR, 146, 1102 (1962).

S.A. Johnson, H.R. Hunt, and H.M. Neumann, Inorg. Chem., 2, 960 (1963).

J. Kitchens, and J.L. Bear, Inorg, Nucl, Chem., 31, 2415 (1969).

A. Erck, L. Rainen, J. Whileyman, I. Chang, A.P. Kimball, and J.L. Bear, Proc. Soc. Ezxp..
Biol. and Med., 145, 1228 (1974).

I. Chang, A.P. Kimball, and J.L. Bear, Proc. Soc. Exp. Biol. Med., in Press.

I. Chang, L. Rainen A. Erck, J. Whileyman, J.L. Bear, and A.P. Kimball, Abstracts Presented
at 2nd Duran-Reynal International Symposium of Viral Replication and Cancer. Session IVA,.
Barcelona, Spain, 1973, p-24.

J. Kitchens, and J.L. Bear, Thermochim. Acta, 1, 537 (1970).

Personal Communication.

S.H. Kravitz, Ph.D. Dissertation, Wayne State University, 1969.

D.R. Williams, Chem. Rev., June 1972.

M.J. Cleare, T.A. Connors, and J.D. Hoeschele, Submitted to 2nd International Symposium on.
Platinum Coordination Complexes in Cancer Chemotherapy, Oxford, England, 1973.



