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Per for  30 hr. 
free haw. 
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\\.ork-iip i i i  the i isua1 maiirier gave 3 1 . i  g of the 
Treatment of the baqe with HC1 gas i i i  E120 gave H 

Antifungal Activity and Geometric Isomerisni. 
Anilides of o-Coumarinic Acid 

The report by Schultz' that ariilides of o-coumaric 
acid poqvsaed some antifungal propertiei prompted 
the preparation of <everal cis analogh, ariilides of o-cou- 
marinic acid, for biological evaluation. Screening 
against Trychophytoti merrtagivph ytes, T .  rubr um, arid 
Ca?idirla albzcaris by k~iown method.. however, showed 
thehe compourid~ to be inactive. 

Experimental Section3 

o-Hydroxy-cis-cinnamani1ide.--To a PhH solution of o-ace- 
toxycoumarinyl chloride, prepared from 10.3 g (0.05 mole) of o- 
acetoxycoumarinir acid,4 there x-as added 9.3 g (0.1 mole) of 
C6H:,SH$ at room temperature. After allowing the mixture to 
evaporate to dryness it was treated with 5% HC1. The solid 
obtained was then treated with 0.1 S XaOH for 30 mill at 40-45'. 
Filtration and rapid acidification of the cooled filtrate ( " 2 1 )  
gave .5,0 g ( 4 9 5 )  of prodiict. Piirificatiori was effected bv soln- 
t i o i l  i n  cold EtOH and precipitation with crushed ice. Several 
repetitions gave mp 114-113" (trans isomer, nip 186-187"'). 

The product. 
oht ained after recrystallizing t re (EtOH SO%), melted at 
186-18X" (reported' mp 186-188'). h mixture melting point 

.inill. (Cl:,I11,N02) c, 11. 
.3, 1-g sample was refluxed in 93 EtOH for 1 hr. 

1 1 )  H .  IV. Ychultz, J .  I'harm. Sci . ,  62, 503 (1963). 
12) .\, A l .  Kligman and E. J. Rosenlveig, J .  Invest. Dermatol.,  10, 51 

(1948). 
(3 )  AIelting points were determined on a Thomas-Hoover Uni-Melt and 

are uncorrected. I r  spectra were recorded on a Perkin-Elmer 337 (KHr) :  
i i v  avectra on a Hitaclii-Coleman 124 (95% EtOH).  Elemental ansl?-ses 
ivere performed Iiy F. 13. Strauss. Oxford, England. 

f 4 )  R .  Stoernier and 13. I.ade\vig. B e r . ,  44,  851 (1911). 

Potential Antidiabetics. VI. 
3-Rlethyl-4-arylhydrazono-2-isoxazolin-5-ones 

and 
3 -Meth?;l-4-arylazo-5-(methyl/phenyl)isoxazoles 

In vitw of' the \wali Iiypoglycemic' aritl choriio- 
therapeutic6 properties of some pyrazoles, the syrithcsir 
of 3-nieth~l-4-nrylhyd~azorio-~-i~~~azoliIi- .5-oti~~r (1 ) , 
:3..5-dimethyl-4-aryl~z(~isox~~zol~s (IIa), and 3-meth-l- 
.j-phenyl-4-arylazoisox~~zoles iIIb) corit'airiirig both 
isoxazolyl arid either arylhydrazono or arylazo grouping 

Oral administration at wtrious d 
mg/kg) in fasted malt: guinea pigs for 
during testing, of ;3-methyl-4-ar?.lhydrazono-2-isox;~- 
zolin-5-ones (I) and X,.S-dimethyl-4-arylazoi~oxazol~~s 

(1) Part  V,  \Y. U. AIalik, H,  G .  Garg, P .  P. Singh, Veena .2rora, J .  .\fed. 

(2) H .  G .  Garnand P. 1'. >ingll, $hid., 11, 1103 (1968). 
( 3 )  H ,  G.  Garg and 1'. P. Singli, ibid., 11, 1104 (1988). anr! ref r.iteil 

therein. 
(4) H.  G. Garg, 1).8r.  Thesib. Agra University, Agra. India. l!M9, 1111- 

pulilislied. 
( 5 )  IT. E. I jul in  and G ,  ( ' ,  (: rritsrn. I'roc. Suc. l,.'zp Bzui. .lfed.. 113 

(i83 (lt163). 
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I IIa, R = CH3 
b, R = C,H, 

(IIa) produced essentially no hypoglycemic activity as 
compared to chloropropamide. After a predetermined 
time of peak effect the blood was analyzed for glucose 
with the aid of a Technician auto-analyzing unit using 
the modified method of Hoffman.' 

Experimental Section 

Melting points were taken with a Kofler hot-stage apparatus 

Arylhydrazono Derivatives. General Procedure.-These were 
and are uncorrected. 

obtained by adapting the route of Garg, et al.1-3 

TABLE I 
CHAR XTERISTICS OF 

3-I\IETHYL-4-hRYLHYDR iZONo-2-ISOx.~ZOLIN-5-OS ES 

Yield, Anal- 
NO. X yo M p ,  OC Colora Formula yses 

1 H  70 186 YF CioHoNsO2 N 
2 2-NO2 65 158 YN CioH&,O, N 
3 3-NO2 60 192 PeYN CloHgNlOa N 
4 4-NO? 'io 210 OY CioHaNaO, N 
5 2-3le 65 155 YN CiiHiiN30? N 
6 3-Me 60 150 PeY C11HliN302 N 
7 4-hIe 50 189-191 PeYN C1iHiiN302 N 

9 3-Me0 50 167-169 YN CllHllN303 N 
10 4-1Ie0 55 180-181 YOK C , ~ H ~ ~ N S O ~  N 

8 2-LIeO 45 163 ON CiiHiiN~Oa N 

11 2-Et0 50 130 ON Ci2Hi3Na03 N 
12 4-Et0 60 141 YON Ci2Hi3N303 N 
13 2,4-Me2 50 110 ON Ci?H13N30? l\j 
14 2,5-1\Ie1 55 149-150 DR C12H13N304 X 
15 2,5-Clr T O  180 OYN CioHiC12N302 C1 

B, brown; D, dark; F, fibres; G, golden; N, needles; 0, 
orange; P, plates; Pe, pale, R, red; V, violet; Y, yellow. 

TABLE I1 
CH.\R iCTERISTICS O F  3,5-DIhIE:THYL-4- .~RYLAZOISOX~ZOL~S 

Yield, 
N O .  X 70 hIP, O C  

1 H  60 46 

3 3-XO2 60 147 
55 120 4 2-Me0 

5 3-Me0 oo 58 
6 4-hle0 65 100-101 
7 2-Et0 <50 9 s  
8 4-Et0  60 76 
9 2,4-Xe2 65 104 

I O  2,5->ie2 60 64 
11 2,6-hIe? 60 66 

13 2,5-(hIeO)? 55 104-105 
14 2-Cl-6-5le 65 102 
a See footnote a of Table I. 

2 2-NO2 65 150-152 

- -  

12 2,5-C12 70 130-132 

Colora 

PeYN 
O X  
GYX 
OYX 
YP 
PeY 
OYX 
PeYY 
YN 
YX 
YOX 
YN 
BRN 
ON 

(71 W. S. Hoffman, J .  Biochem.,  120, 51 (1937). 

3-Methyl-4-arylhydrazono-2-isoxazolin-5-ones (I).-NH20H. 
HCl(O.005 mole) in H20 (5 ml) and NaOAc (1.0 g) was added to 
an  appropriate ethyl 2,3-dioxobutyrate 2-phenylhydrazone 
(0.005 mole) in EtOH (20 ml). On 
cooling shining crystals separated and was recrystallized from 
EtOH (Table I). 
3,5-Dimethyl-3-methyl-5-pheny1-4-arylazoisoxazoles were pre- 

pared from 3-arylhydrazono derivatives of 1,3-diketones and 
",OH. RCl as described for I analogs (see Tables 11 and 111). 

It was refluxed for 2 hr. 

TABLE: I11 
CH.iR.LCTk~RISTICS O F  3 -~~F~THYL-5-PHE~YL-4- .~RYL.~ZOISOX.~ZOLE:S  

Yield, 
KO. x 70 Jlp, OC Colora 

1 H  60 97 YN 
2 2-KO2 50 166-168 YF 

60 132 OYX 3 3-XO2 
4 2-1113 .I3 90-91 OYX 
?I 2-hIe0 45 117 OYX 
6 3-hIe0 50 88 BYN 
7 4-Et0 55 107-108 YN 
8 2,4-1le1 65 104-103 YN 

- -  

9 2,5-hIe2 60 100 OYN 
10 2,5-c12 70 174 OYN 
11 2,6-C12 65 121 OY 
12 2,3-(Me0)2 55 122-124 B 
a See footnote a of Table I .  
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Our search for new structures in the adamantane 
series for testing as medicinals' led us to investigate 
the pyrolysis of the title compound 1. A good yield 

ACOCH,N3 5 [ACOCH,N .. -+ ACOCH-NH] 

il%1 -H,O 
A .=u A C 0 - p  

N 
H 

of the imidazole 2 was obtained. The mode of forma- 
tion of 2 undoubtedly parallels that of the pyrolysis 
of phenacyl azidese2 

* To whom co,.respondence should be addressed. 
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