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“’I'he colar s undonbredly due to solid-state and assoclation phenomeaa, for it wax imparted only o very robeentrated solntions i
was witmeasnrable i the regian 400-600 mu employving 0% 1o (0=% M snlations uf the ixoflavthiones 2 in methanol, heqzene, and hex-

ane.  * Benzene, not methanol, wis the solvent. « Shoalder.
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The preparation of a nnmber of potenii:d bialogieal alkyviating
agents and relared componuads is rejiorted.

Experimental Section®

2-{p-|Bis(2-chloroethyl)amino| phenyl | -5-alkyl-1,3,4-oxadi-
azole..—Followhig the procedure of Ainsxworth,* 2.0 g of p-Ibis(2-
chioroethyl)amino]benzhydrazide® was henied to reflux in 15 ml of
the appropriate. freshly distilled, triethylorthoalkyl ester. The
mixture was refluxed overnight and the excess orthoester was
removed in wvacno. The vxadiazoles were recrvstallized from
ethanol-water and arve showicin Table 1.
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* We shonld like 10 thauk Dr. D). W, Alwani for assistalice with
thix compoand.  Thix componned was flaetive’ against Walker
carcinosarcomas.

1,4-Bis[(2-chloroethyl)thio]-2,3,5,6-tetrafluorobenzene. A
mixture of 1 g of 1,4-bisj(2-hydroxyethyDthio]-2,3,5,6-tetra-
fAuorobenzene® and 5 mi of SOCL was refluxed for 3 hr aud the
excess SOCI; was removed /n vacro to give 1.3 g of =olid, mp
110-116°. Recrystallization from ethaiol gnve white needies,
mp 114--116°.

Anal. Caled for CHEFCh=e €, 35400 H, 2.3
Cl, 20,90 %, 1890, Foand: €, 35.30: H, 2.75: F, 2
20.85; N, 18,00,

This compodnd wax waetive’ agaibpst Walker caceiisareonun
256,

Diethy! |[Bis(2-hydroxyethyl)amino]methylenemalonate.- -A
mixture of H5.07 g (0.048 mole) of bis(2-hvdroxyvethyhamine aud

(1) ra) Part XViEE: F. D, Popp. F. P, Silver, and D, W, AMwani, J, Hed.
Cher,, 10, 481 (1467).
Nuterican Caucer Society and from the Nagional Caucer lustiuce.

(2) Abstracted in part from the M.2, Phesis of F. P, X,

(3) Analyses by Spang Microaualytical Laboralory, Anu Arhor, Miel.
Melting poiuts are taken in capillaries uud are correcled.

i4) C. Ainsworth, /. dm. Chene. Noc.. TT, 1148 11955y,

1) R, O, Elderfield and T W, Lido, /. Ocy. Chear,, 86, 1996 (1961).

61 I, Banlon, V.

i71 Brreening resulix were sapplied Ly the CONSC of ¢he Natwmd In
stities of Healdl.

() Sapported iu parc hy researvceh grants frin )l

Dawmodaran, and ). Tadow, J. Clhep, Sor., 763 (1064,

1.5 g (0.045 mole) of diethvi ethosviethviewemaionate in 6t il
o absolute ethanol was refluxed for | hr and the =olvent was
removed i racio to give anuil. Dixtillation gave 9.0 g (747, of
liquid, bp 58-61° (0.5 mm).

Anal. Caled for CuHyNOq: €
Foaud: C, 52.00: H, 7.66: N, 4.89.

Thix compoind was ibactive’ ngainst Sarcoma 180 nad L1211
Ivmphoid leukeniii.

{Bis(2-hydroxyethyl Jamino} methylenemalononitrile. - U si1qs i«
similar procedire 8.6 g (9873 of <olid, mp 86-R7° (from ethainl),
wis obtained.

Anal. Caled for CilyNaQg: C, a8.08:
Fouud: €, 52.86: H. 5.93: N, 23.32,

This componnd was inactive? againze L1210 Ivinphoid lenkemia
wnd 891 Clandmaic melanoma and only very slightly (T/C = 61¢7
at H00 mg/kg) active against Sarcoma 180,

Ethyl [Bis(2-chloroethyl)amino]methylenecyanoacetate - - A
solutioh of .05 mole of ethyvl ethoxvimethyienecvanoacetate and
his(2-chloroethyljamine from 0.05 mole of it= hvdrochlovide)
iy benzene was refluxed for 6 . Removal of the solvent {n vacuo
gave an oil which was chromatographed oicacid-washed alitmin:
atd the solid eluted wax recrystailized from ethaaol to give 4.7 ¢
36U, ) of solid, mp H6-59°.

Anal. Caled for ol CLNOy Co 40000 L 50520 N, 1LL7
Cl, 26,74, Foard: ¢, 45831 H, 5420 N, 1002, €, 26,78,

This compound was inactive’ against Walkev careinosareonu
236, T'he hydroxyeihyl analog of this componnd® was inncetive’
agaibst L1210 dvmphoid lenkemin and Friend virns lenkeimi
and vnly slightiy active STC = 651, ot 62 mg/kg) agaiist
Heptoma 129, Prelimitary attempts to vonvert this hvdroxy-
cthyl compoand directly to the chluroethyvl vompomed  with
=OCL failed,

52300 M, 7.69: N, OH.00.
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and 4- and 5-(w-Chloroacylamino)isoquinolines’

Sonme 5-(w-Chloroacylamino)quinolines
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