NOTES

Relative Efficacies :

The molarities just sufficient to suppress the
maxima are the in order : AI(I1II)<Sr(II), Ba(Il)<
<Ca(Il)<Na(I). Thus relative efficacies of these
cations obey the valency rule. This confirms the
results of previous workers:~2. At any cCompara-
tive situation the order of «n, values signifies the
extent to which the addition of these cations push
the electrode reaction towards the irreversibility
from the position in the absence of these cations.
In the present study this push towards irreversibility
at the point of just suppression is in the order :
AI(III) <Sr(1I) <Ba(II), Ca(II)<Na(I). Thus AI(III)
eliminates the maximum with minimum influence on
the kinetics of the electron transfer followed by
Sr(II), Ba(1I), Ca(II) and Na(I) in order.
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series of N1-aryloxy (or thio)acetyl-3, 5-dimethyl-

pyrazoles and N-aryloxy (or thio)acetamido-2,

5-dimethylpyrroles have been prepared to study
their hypoglycemic and CNS activities. A slight
reduction of blood sugar was observed when six of
these compounds were screened on rats at an oral
dose of 250 mg/kg body weight. Some of these
compounds were found CNS stimulant, relatively
non-toxic, induced writhing and piloerections in
albino mice..

JICS—12

Several N-substituted 3, 5-dimethylpyrazoles:#'s
and pyrroles¢ have recently been known to display
significant hypoglycemic activity. Some compounds
having N-acyl® and N-aryloxyacetyl® moieties have
also evinced substantial hypoglycemic efficacy. It
seemed, therefore, of interest to synthesise the title
compounds, bearing aryloxy (or thio)acetyl moiety.
Visualising the CNS activity in some pyrazole?
and pyrrole® derivatives, it was considered worth-
while to screen some of these compounds also for
their CNS activity.

An aryloxy (or thio)acetyl hydrazine was stirred
with acetyl acetone in D.M.F. in the presence of
HCI to furnish the desired pyrazoles. The same
hydrazine was also refluxed with acetonylacetone in
the presence of ethanol and glacial acetic acid to
give N-substituted pyrroles.

Experimental

Melting points were recorded in sulphuric acid
bath in open capillary tubes and are uncorrected.
Infra-red spectra were determined on Perkin-Elmer
137 Spectrophotometer in KBr.

Aryloxy (or thio) acetyl hydrazines were prepared
by known procedures®:10:11,
thio)acetyl-3, 5-dimethylpyra-

N*-Aryloxy (or

zoles(I) :

Acetylacetone (.005 mole) and aryloxy (or thio)-
acetyl hydrazine (.005 mole) were added to a mix-
ture of D.M.F. (25 ml) and 2N.-HCl (25 ml). The
reaction mixture was stirred for 10 mts below 20°
and then for about 45 mts at the room temperature.
The solid separated was filtered, dried and recry-
stallised from ethanol. Melting points and relevant
%a:)al of the prepared compounds are given in

able 1.

The structure of the compounds(I) was con-
firmed by the presence of IR. spectral bands at
1740-1760 cm~* (C=O of tert. amide having N in
pyrazole ring?), 2900 cm-* (CH-str.), 1600 cm~t
(C=N-) and absence of —NH- str. bands at
3000-3300 cm~2.

N-Aryloxy (or thio)acetamido-2, 5-dimethylpyr-
roles(II) :

A mixture of acetonyl acetone (.003 mole) and
aryloxy (or thio)acetylhydrazine (.002 mole) was
refluxed in 50 ml of ethanol in the presence of few
drops of glacial acetic acid for 6 hr. The crystalline
solid obtained on cooling was filtered, dried and
recrystallised from ethanol. The compounds thus
prepared are recorded in Table 2,
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The IR. spectra of compounds(II) show bands
at 3200-3260 cm~* (—~NH-—str.), 2900-3000 cm~*
(CH-str.) and 1640-1680 cm~* (C=0 of sec-amide).

Pharmacology :

Compounds recorded in Table 3 were examined
for their hypoglycemic and CNS activities as well as
toxicity test in the Department of Pharmacology,
C.D.R.1, Lucknow.

Hypoglycemic Activity :

Albino rats weighing between 200 and 250 gms
were kept on fast for 10 hrs (water was allowed ad

TABLE 1—~N?-ARVLOXY (OR THIO)ACETYL-3,5-DIMETHYL-

PYRAZOLES"
|
,;._ CHy—X—Ar
0
I
Compound Ar X Molecular M.P.°C
No. formula
1. 4-CH,0H, 0 0,,H,,N,0, 155
29 2-CH,CeH, 0 GC,,H,,N,0, 145
3. 4-0I1C H, 0 0,,H,,N,0,0l 178
4, 2,4-(01),CH, 0 G0,,H,;;N,0,0l, 143
5. 4-NO,C.H, o 1:N,0, 176
6. 4-0OH,CONHC,H, O 15H,, N0, 205
7. *-C,0H, 0 0,,H,,N,0, 134
8. 8-C,oH, o 0,,H,,N,0, 158
9, 4-Cl10,H 8 0,,H,,N,0801 112

% Analyses for nitrogen were found within +0,4% of theorstical
values and yields varied between 60 to 70%.

TaBLE 2—N-ARYLOXY (OR THIO)ACETAMIDO-
2,5-DIMETHYLPYRROLES*

Hﬁm— CH3

|
NH—CO —CH?2 —X—Ar
I
Compound At X  Molecular M.P.°C
No, formula
10. 4-0H,C H 0 C,:H,N,0, 164
11. 2-CH,C,H, 0] 0,:H,¢N,;0,4 145
13. 4-CIC,H, 0 C,H,,N,0,01 215
13. 2,4-(C1,C, H, 0  ©,.H,.N,0,Cl, 178
14, 4-NO,C,H, 0  C,H,N,0, 18
15,  -4-0H,CONHC,H, O 16H1o N0, 235
16. «-C, o H, o 16 H N0y 145
17. B8-C,oH, 0 0,eH,sN,04 169
18. 4-CIC,H, 8 0,,H,;N,080 162
+ Analysed satisfactorily for nitrogen and the yields ranged
between 55 to 62%.
lib). Fasting blood samples were drawn from the

tail vein and their glucose contents were estimated
by Nelson-somogyi method. The compounds under
test were administered to rats at a dose of 250 mg/kg
body weight. Blood samples were again taken at
intervals of 1, 2 and 4 hr and their glucose contents
were estimated. Results are summarised in Table 3.

CNS activity :

For toxicity test, the compounds No. 1,4,16,17,18
(Tables 1 and 2) were administered intraperitoneally
to albino mice of either sex in different doses and
an approximate lethal dose in 50% of animals tested
(ALD,,) was determined by conventional method®.
ALD,, of the above compounds was quite high,

TABLE 3—PHARMACOLOGICAL SCREENING Dara

Compound ALD;o Gross CNS obgervation at the dose of Blood sugar lowering
No. mg/kg wh 464 mg/kg 1/5th of ALD,, Dose  Invivo  Response
of mice. SMA React writh Pilo SMA React writh Hypoth mg/kg test route %
°c of adminis-
tration
1. >1000 4 4 (+) (+) 4 4 (+) (=) - - -
4. 1000 34 4 +) (=) (=) (=) (+) 1.6 - - -
16. 681 4 {(+) (#) 4 4 () 1.0 - - -
17. 825 4 (+) (+) 4 4 +) (=) 250 oral 9
18. 1000 4 +) (=) (=) (=) (¥ 0.4 - - -
2 - - - - - - - - - 250 oral 6
5' - - - - - - - -~ - g ”» 6
8. - - - - - - - - - " " 16
10. - - had - - - - - - ” ” 9
11, - - - - - - - - - " " 0

4 =1Increassd : {(+)=Present ; (~)=Not effected ; SMA =Bpontaneons motor activity ;
React=Reactivity ; Writh=Writhing ; Pilo=Piloerection ; Hypoth=Hypothermia ; — =not dobe.
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NOTES

which showed their relative non-toxicity. These
compounds, when tested for their antielectroshock
seizure protection and anorexigenic activities at
1/5th of the ALD,,, were found inactive. They,
however, affected the animals in their gross CNS
behaviour. In general, all of them induced stimu-
lations on CNS (SMA and reactivity increased) and
writhing. Hypothermia ranged between 0.4 to 1.6°.
Results are discussed in Table 3.
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1 4-SUBSTITUTED-PIPBRAZINE compounds
9T have been reported® to possess potent anti-

inflammatory activity. Further, a potent anti-
inflammation in some quinazolinones is well

established®. ‘Thiol’ group containing compounds
have, further, been found to possess enhanced anti-
inflammatory activity®. These observations led us
to prepare piperazine-1,4-bis-salts of 2-mercapto,
3,6,8-trisubstituted-quinazolin-4(3H)-ones as anti-
inflammatory agents.

Experimental

Aryl(Alkyl)-isothiocyanates*, 5-Bromo-anthranilic
acid and 3,5-dibromo-anthranilic Acid® ; 5-Iodoanthra-
nilic acid® and 3,5-Dichloro-anthranilic acid®™ were
prepared by the conventional methods, 2-Mercapto-
3-aryl(alkyl)-6,8-disubstituted-quinazolinones have
bCCIII synthesised by the procedure given by Dave
et al®.

Piperazine-1,4, bis-salts of 2-mercapto-3,6,8-tri-
substituted-quinazolin-4(3H)-one were prepared by
the method earlier reported by us®. The absence
of a peak at 2550-2600 cm~* indicates for the utili-
zation of SH group in final step, forming salt with
piperazine. A peak at 1500 cm~* also confirms the
formation of aforesaid amine salts. See Table-1 for
relevant data of these piperazine 1,4-bis salts of the
corresponding 2-mercapto-quinazolinones.

TABLE 1—PIPERAZINE-1,4-BIS-SALTS OF 2-MERCAPTO-
3,6,8-PRISUBSTITUTED QUINAZOLIN-4(3H)-ONKS

g
x1 C\N/R R\N’C X!
@ @
N/)\s'u OH LA
XZ 2 2 X2
Compourd R m.p.°0 ALD;, Percentage
Nos. (mg/kg.wt.  protection
of mice)
X'=X,=H
1. -G¢H,, 292-298 316 8.4%
2. —-CH, 266-68
3, p.CH,.C,H,- 242-944
4, p.OCH,C,H,~  235-236 1000 88.7%
X'=X*=Br
5, —C.H,, 290-292 100 34.29%
6. —0,H, >800
7. p.CH,C,H,-~ >8300
8. p.OCH,.C,H, - 298.300
X'=X*=(0l
9, —-C.H,, 198-200 464 30.4%
10. p.CH,.C.H, - 267-68
X'=H;X*=Br
11, -GCg.H,, 245-46
12. -0,H, 285-86
13. p.CH,.C.H, - 295-96
14. p.OCH,.C,H,—- >300 >1000 28.4%
Xt=H, X*=1
15, ~GC,H,, 298-99 262 43.6%
16. —C.H, 953-53
17. p.CH,.C H, >800
18. p.OJE,QOH,~ >300

The m.p are uncorrected. Analyses for N, O, H and 8 gave
percentage error- +0.6% of the theoretical values.
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