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of compounds, in the plaque inhibition teste4 The 
activity of these compounds previously sy~ i thes i zed ,~ -~~  
against other viruses in the plaque inhibition t’est, has 
been report’ed. The present results are summarized in 
Table I. 

While it is not possible t’o draw any conclusion 
about struct’ure-activity relat’ionships for these com- 
pounds, at’ least one can note that different series of 
compounds showed some activity in the test, within its 
limit at  ion. 

Compounds active against rhinoviruses have been 
found in three series, thiosernicarbazones, biguanides, 
and s-triazines, which showed activity against other 
viruses. 

(4) (a) R. C. Stewart, Proceedings of an  International Symposium on 
Nethods in Drug Evaluation, l l i lano, 1965, p 3i-L (b) The biological data 
were ohtained from Smith Kline and French Laboratories, Philadelphia, Pa., 
through Robert J. Ferlauto. Director of llicrobiological Research, and  all 
tests were performed under the supervision of Dr. Richard C. Stewart. 
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(6) C. Runti and F. Ulian, ibid., 23, 122 (1968). 
( 7 )  C. Runti  and T. Yciortino. ibid. ,  23, 106 (1968). 
(8 )  C. Runti, C. Kisi, and F. Rubessa, Proceedings of the 5th International 

Congress of Chemotherapy, W e n ,  1967, Vol. IV,  p 351. 
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I t  has been shown that the high biological activity of 
3,5,3’-triiodothyronine (T3) is surpassed by its analog, 
3,tj-diiodo-3’-isopropylthyronine.*-5 Thus, i t  has been 
established that the 3’-iodine atom in T3 is not essential 
for its biological activity. In  contrast, none of the 
analogs of T, synthesized so far with no iodine or other 
halogen atoms in the nonphenolic ring (3 and 5 posi- 
tions) were biologically active. In  view of the fact that 
a replacement of the 3’-iodine atom in T3 with an iso- 
propyl group, which has nearly the same molecular size 
as an iodine atom, results in a considerable increase in 
biological activity, i t  is of interest to determine whether 
a similar replacement of the 3- and &iodine atoms also 
enhances the biological activity of TS or abolishes i t  as 
in the case of other analogs of T3 which have no halogen 
atom in the nonphenolic ring. Previous attempts to 
synthesize 3,>-diisopropyl analogs of T3 failed.6 In 
the present paper we report the synthesis of 3,j-diiso- 
propy1-3’-iodo-DL-thyronine as summarized in Scheme 
I. 

Conversion of the aldehyde 1 to the diphenyl ether 
3 was :i key step in the course of the synthesis. The 
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aldehyde 1 did riot react with dianisyliodononiuni 
bromide under various conditions. This was the 
reason why the acetal 2 of the aldehyde was used in 
this step. The etherification was carried out according 
to a modification of the procedure of Ziegler and 
llaar,’ using drastic conditions. The diphenyl ether 
3 was obtained in fair yield only a t  elevated tempera- 
tures. I ts  structure was confirmed through its nmr 
spectrum. Condensation of 3 with hippuric acid gave 
the azlactone 4. Alkaline hydrolysis of the azlactone 

(7)  11. Ziegler and C. hlaar, J .  Ory. Chem.. 27, J3J5 (1962) 




