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ABSTRACT

I soxazole derivatives possess antibacterial, antiviral, anti-fungal, anti-inflammatory insecticidal activities. Claisen-
Shmidt Condensation method was adopted to get dhalcones: Acetophenone on condensation with aldenyde in the presence of base
produced chalcones. Chalcones were subjected for reaction with hydroxyl amine hydrochloric acid and potassium
hydroxide to give isoxazoline derivative of chalcone. All the synthesized compounds have been characterized by
using elemental analysis, FT-IR, '"H NMR, 3C NMR spectroscopy and further supported by mass spectroscopy.
Purity of all the compounds has been checked on thin layer chromatographic plate and HPLC technique. All the
synthesized compounds wer e tested for their antibacterial and antifungal activity in vitro by broth dilution method
with two Gram-positive bacteria, two Gram-negative bacteria and two fungal strains. The biological activities of the
synthesized compounds have been compared with standard drugs Benzyl pencillin and Ketoconazole. The
compounds exhibited significant antibacterial and moderate antifungal activities. These compounds can be further
exploited to get the potent lead compounds. The detailed synthesis and the antimicrobial screening of the new
compounds are reported.

Keywords: Isoxazole, Chalcone, Antibacterial activity, Antifyal activity.

INTRODUCTION

The dramatically rising prevalence of multidrugisésnt microbial infection in the past few decatias become a
serious health care problem. In order to prevestgérious medical problem, the elaboration ofrtee types of the
previously known drugs is a very actual task. lcerg years, the synthesis of novel isoxazole déves remains a
main focus of medicinal research. Isoxazole iva fnembered heterocyclic compound.

Derivatives of Isoxazole have played a crucial rolethe history of heterocyclic chemistry and begsed
extensively important pharmacophores and synthonthé field of organic chemistry. Owing to theirrsatile
chemotherapeutic importance, a significant amodinesearch effort has been focused on these nusteiazole
derivatives exhibit various biological activitiesch as, Antibacterial [1,2], Anticonvulsant [3,4nticancer [5-7],
Anthelmintics [8]. Antiinflammatory [9-11], Adenas¢ antagonist [12], Fungicidal [13-15], Herbiciddl6],
Hypoglycemic [17], Muscle relaxant [18], NematodiflE9,20], Insecticidal [21], Antiviral [22] and Amicrobial
[23].
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Considering the above observations and in conmedtioprevious publications involving the synthesfsnew
biologically active Isoxazoles. Therefore, this Wwateals with the synthesis of the isoxazole derreat from
chalcones and screening their antimicrobial adtisit

MATERIALS AND METHODS

Material and Methods: Melting points were determined in open capillargas and are uncorrected. Formation of
the compounds was checked by TLC on silica gel#epl of 0.5 mm thickness and spots were locateiddige

and UV light. All compounds were purified by rediaiization with suitable organic solvents. IR sgpacwere
recorded on Brooker-ALPHA FT-IR instrument using iillet method. Mass spectra were recorded on &tim
GC-MS-QP-2010 model using direct inlet probe teghai ‘H NMR and **C NMR was determined in CDgI
solution on a Bruker Ac 400 MHz spectrometer. Budf the synthesized compounds was checked by HPLC
Agilent. The results are in agreements with thacstires assigned. Elemental analysis of the allsymthesized
compounds was carried out on Euro EA 3000 elementalyzer and the results are in agreements wih th
structures assigned.

Preparation Resacetophenonefreshly fused ZnG{33g) was dissolved in glacial acetic acid (32mijiles heating
and when all the Znglis almost dissolved resorcinol (22 g) was addeti leeated to 140-18Q for 15 min with
stirring. After that this is left for 1 hr and thdnl HCI (100ml) was added to break the zinc cdrcomplex.
Within 5 minutes precipitate obtained was crystelti from HCI 20% to give resacetophenone needles.OR}
(Hexane: EtOAc, 8:2); M.P: 146. Molecular formula: gHsO; Elemental analysis: Found (%): C, 63.06: H,
5.23%; Required (%): C, 63.15; H, 5.26%1 NMR (CDCL/TMS): 52.65(s, 3H, COCH), 86.35(s, 1H),56.5 (d,
1H), 87.62 (d, 1H)511.55(s, OH). IR\(nay): 3450cmt(-OH str.); 1685cii(C=0 str).

Nuclear prenylation of resacetophenoneA solution of isoprene (1.5 ml, 0.015 mol) in xye(bml) was added
drop wise for 8 hr to a mixture of resacetophendnélg, 0.0072 mol) and PPA (2ml) in xylene (3mijhwconstant
stirring at 30-38C stirring was continued for further 14hrs. Thectam mixture was taken in chloroform (100 ml)
and the chloroform solution was washed with NaH%36, 3 x 60ml) water; dried over Mgg@nd removed under
reduced pressure to give gummy material which Hadet spots on TLC. This on separation using column
chromatography over silica gel yielded three commgisu 3,4-dihydro-5-hydroxy-2,2-dimethyl-6-acetyl-2H-
benzopyran; 3,4-dihydro-7-hydroxy-2,2-dimethyl-Gefd-2H-1-benzopyran and 3, 4, 9, 10-tetrahydr@28, 8-
tetramethyl-6-acetyl-2H, 8H-benzo [1, 2-b: 3,4kfpyran in the ration 2:3:1, on elution with hexdfthylacetate.

3,4-dihydro-5-hydroxy-2,2-dimethyl-6-acetyl-2H-1-b@zopyran: M.P; 148-149C; Molecular formula: GH:¢0s;
Elemental analysis: Found (%): C, 70.85; H, 7.3%Red (%): C, 70.90; H, 7.27%H NMR (CDCL/TMS):
81.46 (s, 6H),61.91(t, 2H),62.72(t, 2H),56.35(d, 1H),567.4(d, 1H);82.5(s,3H,COCH); §13.1(s,1H). IR ¥{may:
3350cnt(-OH str.); 1680cril(C=0 str).

3,4-dihydro-7-hydroxy-2,2-dimethyl-6-acetyl-2H-1rmpyran: M.P: 92-9€; Molecular formula: &H160s
Elemental analysis: Found (%): C, 70.85; H, 7.3%qred (%): C, 70.90; H, 7.27% NMR (CDClL/TMS): §1.3
(s, 6H),51.8(t, 2H),82.7(t, 2H),86.3(d, 1H)37.5(d,1H);52.5(s,3H,COCH); §12.2(s,1H). IR ¥may): 3350cn'(-OH
str.); 1680crit(C=0 str).

3, 4, 9, 10-tetrahydro-2, 2, 8, 8-tetramethyl-6-at@-2H, 8H-benzo [1, 2-b: 3,4b’] dipyran: M.P: 107-108C;
Molecular formula: GH,403. Elemental analysis: Found (%): C, 74.85; H, 8.28%quired (%): C, 75.0; H, 8.33%.
'"H NMR (CDCL/TMS): 61.33 (s, 6H)$1.36(s, 6H)31.6(s, 2H),31.7 (t, 2H),52.61 (t, 2H);862.71 (t, 2H);57.49(s,
1H); 82.59(s, 3H, COCH). IR (Vmay): 1685.68crit(C=0 str).

Preparation of Chalcones A mixture of 2,2-dimethyl-6-acetyl-7-hydroxy chman (0.01mol), substituted
benzaldehydes (0.01 mol) in ethanol (30 ml) anceags potassium hydroxide (15 g in 15 ml of watea Wept at
room temperature for 24 hours. On acidificationhwit:1 hydrochloric acid, yellow (or) orange red Icbae

derivatives were obtained in 80-85% vyield. It wakefed and crystallized from appropriate solvemtd a
characterized using spectral data and elementglsismia

2, 2-dimethyl-6-acetyl-7-hydroxy chroman was corsdzhwith various benzaldehydes, veratraldehyde, #HN
dimethylamino benzaldehyde, 4-chlorobenzaldehydaethoxy benzaldehyde and 4-cyano benzaldehyde&tash
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the respective chalcones viz.,

7-Hydroxy-6-(3,'4'-dimethoxy) cinnamoyl, 3,4-dihydmo-2,2-dimethyl-2H benzo(1,2b)pyran : Molecular
formula: G,H»40s; Elemental analysis: Found (%): C, 74.85; H, 8.288%quired (%): C, 71.72 H, 6.57%

7-Hydroxy-6-(4'-N, N-dimethyl amino) cinnamoyl, 3, 4-dihydro-2,2-dimethyl-2H benzo(1,2b)pyran:
Molecular formula: GH»s03N; Elemental analysis: Found (%): C, 75.08; H, 7.41 3.85%. Required (%): C,
75.19H, 7.17; N, 3.99%

7-Hydroxy-6-(4'-chloro) cinnamoyl, 3, 4-dihydro-2, 2-dimethyl-2Hbenzo (1,2b) pyran: Molecular formula:
CooH1405Cl; Elemental analysis: Found (%): C, 70.01; H,75.@l, 10.28%. Required (%): C, 70.07; H, 5.59; ClI,
10.30%

7-Hydroxy-6-(4'-methoxy) cinnamoyl, 3, 4-dihydro-2, 2-dimethyl-2Hbenzo (1,2b) pyran:Molecular formula:
C,1H»,0,4; Elemental analysis: Found (%): C, 74.47; H, 6.58%quired (%): C, 74.54; H, 6.55%.

7-Hydroxy-6-(4’-cyano) cinnamoyl, 3, 4-dihydro-2, 2dimethyl-2H benzo(1,2b) pyran: Molecular formula:
C,1H1903N; Elemental analysis: Found (%): C, 75.59; H, %67Bl, 4.15%; Required (%): C, 75.66; H, 5.74; N,
4.20% .

Figure 1: Preparation of Chalcones
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Synthesis of 3-substituted phenyl-5-(2",2"-dimétyl, 7"-hydroxy chroman) isoxazoles (IC-1 TO IC-5: The
above chalcones were condensed with hydroxylamydeolhloride in presence of KOH/ethanol; after Wisuark
up and purification by column chromatography thgamaompound was isolated and crystallized fromharol
which furnished crystalline products. The elemeatalysis for the above compounds were determined@nd
satisfactory. In IR spectra the absence of chalamarbonyl was noticed and the characteristic ritrgtghing
vibrations of isoxazoles between 1600-1300'and 1300 - 1200 cthwas observed, confirming the formation of
isoxazole ring.

The five new 3-ubstituted phenyl-5-(2", 2"-dimdthy"-hydroxy chroman) isoxazoles thus synthesizere:
3-(3’, 4’-dimethoxy-phenyl)-5-(2", 2"-dimethyl, 7"-hydroxy chroman) isoxazole (IC-1): 7-Hydroxy-6-(3,'4'-
dimethoxy) cinnamoyl, 3, 4-dihydro-2, 2-dimethyl-2btnzo (1,2b) pyran (324 mg, 1 mmol), hydroxylamine

348
www.scholar sresear chlibrary.com



Gollapalli Naga Raju et al Der Pharma Chemica, 2015, 7 (6): 346-352

hydrochloride (600 mg), KOH (500 mg) in ethanol weffuxed on a water bath for 4 hrs. Then the feaanixture
was neutralized with acetic acid and the whole eatst were poured in ice-cold water (30ml). Whererug light
brown precipitate slowly separated out. The prégipi was collected and chromatographed over sjaaand
crystallized from methanol as pale yellow needte60% vyield.

M.P: 178C; Elemental analysis: Found (%): C, 69.01; H, 681 3.45%; Required (%): C, 69.29; H, 6.04; N,
3.67%."H NMR (CDCk;TMS): 51.38(s, 6H, Ch), 51.7-1.9 (br t, 2H, 3"-Ch), §2.8 (t, 2H, 4" —CH), 6.9 (s, 1H,
C4-H), 87.55 (s, 1H, C&-H), 86.35 (s, 1H, Cg-H), 86.8(s, 1H, G-H), 67.8(d, 1H, G-H), 57.8(d,1H, Ci-H),
37.6 (d, 1H, G-H), 53.9(s, OCH). IR (vma): 3435, 2974, 2927, 1615, 1524, 1387, 1277, 11060cm".

3-(4’-N, N-dimethyl amino phenyl)-5-(2", 2"-dimethyl, 7"-hydroxy chroman) isoxazole (IC-2):7-Hydroxy-6-
(4’-N,N-dimethylamino)cinnamoyl,3,4-dihydro-2,2-dathyl-2H benzo (1,2b) pyran (364 mg, 1mmol),
hydroxylamine hydrochloride (600mg), KOH (500 mg)dathanol was refluxed on a water bath for 5 Hrentthe
reaction mixture was neutralized with acetic aaid ghe whole contents were poured in ice-cold wédérml),
where upon a light brown precipitate slowly sepagtabut. The precipitate was filtered and purifigd dolumn
chromatography and crystallized from methanol gistlbrown colour needles in 62% yield.

M.P: 206C; Elemental analysis: Found (%): C, 72.51; H, 6187 7.43%; Required (%): C, 72.52; H, 6.59; N,
7.69%."H NMR (CDCkL,TMS): 81.34(s, 3H, CH), 51.38 (s, 3H, Ch), 81.78 (t, 2H, 3" —CH), 52.6 (t, 2H, 4" —
CHy), 87.52 (s, 1H, C&-H), 67.55(s, 1H, C-H), 67.49(d, 2H, G-H and C%-H), 66.69(d, 2H, G-H and G'-H),
?7.44(3,1H, G-H), 63.02 (N-Me). IR (vmay: 3436, 3103, 2970, 2946, 1638, 1600, 1448, 13681, 1073, 980cm

3-(3’, 4’-chloro-phenyl)-5-(2", 2"-dimethyl, 7"-hydroxy chroman) isoxazole (IC-3):7-Hydroxy-6-(4'-chloro)
cinnamoyl, 3,4-dihydro-2,2-dimethyl-2H benzo (1,Pyyan ( 366 mg, 1 mmol), hydroxylamine hydrochderi600
mg), KOH (500 mg) in ethanol was refluxed on a wétath for 5 hrs. Then the reaction mixture wastradized
with acetic acid and the whole contents were poiméde-cold water (30ml), where upon a light bropmecipitate
slowly separated out. The precipitate was colle@ad chromatographed over silica gel and crysallifrom
methanol as pale yellow crystals in 56% vyield.

M.P: 176C. Elemental analysis: Found (%): C, 67.41; H, 5N)13.83, Cl, 9.71%; Required (%): C, 67.60; H)B.
N, 3.94; Cl, 9.85%'H NMR (CDCkL,TMS): 51.3(s, 3H, CH), 81.4 (s, 3H, CH), 51.8 (t, 2H, 3" —CH), 52.7 (t, 2H,
4" —CH,), 66.35 (s, 1H, Cg-H), 67.1(s,1H, Cz-H), 67.32(s, 1H, ¢-H) andd 7.48(d,2H, G-H, C'-H), §7.37(d,
2H, C-H and G-H), IR (vma): 3247, 2975, 2620, 2582, 1342, 192, 1185, 1043,m45¢

3-(4’-methoxy-phenyl)-5-(2",  2"-dimethyl,  7"-hydroxy chroman) isoxazole (IC-4): 7-Hydroxy-6-(4'-
methoxy)cinnamoyl,3,4-dihydro-2,2-dimethyl-2Hbenk@b)pyran (338 mg, 1mmol), hydroxylamine hydroctide
(600mg), KOH (500 mg) in ethanol was refluxed orwater bath for 4 hrs. Then the reaction mixture was
neutralized with acetic acid and the whole contergse poured in ice-cold water (30 ml), where updight brown
precipitate slowly separated out. The precipitatas veollected and purified by column chromatograjgimgl
crystallized from methanol as pale yellow colouedies (64% yield).

M.P:185C. Elemental analysis: Found (%): C, 71.43; H, 51823.72%:; Required (%): C, 71.79; H, 5.98; N,8.9
%. '"H NMR (CDCL,TMS): §1.33(s, 3H, Ch), 81.4 (s, 3H, CH), 81.8 (t, 2H, 3'—CH), 52.8 (t, 2H, 4"-CH), 56.3
(s,1H, C%-H), 87.5 (s, 1H, Ci-H), 87.31(s, 1H, ¢-H ) ands 7.7(d,2H, C>-H, C's-H), 66.83(d, 2H, G-H and G'-
H), & 3.9(s, OCH). IR (vmay): 3299, 3210, 1605, 1518, 1465, 1440, 1255, 1030cm

3-(4’-cyano phenyl)-5-(2", 2"-dimethyl, 7"-hydroxy chroman) isoxazole (IC-5): 7-Hydroxy-6-(3-cyano)
cinnamoyl, 3, 4-dihydro-2, 2-dimethyl-2H benzo {),dyran 25 (336 mg, 1 mmol), hydroxylamine hydiocide
(600 mg), KOH (500 mg) in ethanol was refluxed onvater bath for 5 hrs. Then the reaction mixtures wa
neutralized with acetic acid and the whole contergee poured in ice-cold water (30 ml), where updight brown
precipitate slowly separated out. The precipitates wollected and chromatographed over silica gelcaystallized
from methanol as colourless crystals in 52% vyield.

M.P: 146C. Elemental analysis: Found (%): C, 75.47; H, 5/818.22%; Required (%): C, 75.90; H, 5.42; N,3.4
%. *H NMR (CDClL;TMS): §1.3(s, 3H, CH), 81.45 (s, 3H, Ch), 1.85 (t, 2H, 3" —CH)), 2.8 (t, 2H, 4” —CH), 56.3
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(s, 1H, C-H), 8§7.6(s, 1H, C2-H), §7.3(s, 1H,G-H ) and56.9(d,2H, Ci-H, C's-H), 57.7 (d, 2H, C-H and G-H),
$511.1(s, OH). IR¥mnay): 3263, 2973, 2931, 2360, 1608, 1587, 1456, 1338),12563,1082, 875cr.

Tabel 1: Physical data of 3-substituted phenyl-5-(2 2"-dimethyl, 7"-hydroxy chroman) isoxazoles (C-1 TO IC-5)

Compd M.F MW [ M.P(°C) | R | Yield (%) R Purity
1C1 CpoHpsNOs | 381.4: 17€ 0.4 60 4.32: | 95.7¢
IC-2 CooHaaN,O3 | 364.44 206 0.6 62 3.931L 95.6p
IC-3 GoH1eNOsCl | 355.81 176 0.5 56 4.245  98.54
IC-4 GiHNO, | 351.40 185 04 64 4.39D 100
IC-5 CiH18N,O; | 346.38 146 0.7 52 3.914 100

Figure 2: Synthesis of 3-substituted phenyl-5-(2"-dimethyl, 7"-hydroxy chroman) isoxazoles (IC-1 TO IC-5)

Ry HsC _O OH
HsC 0 OH NH,OH.HCI H3C R
—_—
Re Y OrvEthanol

H4C ) R,

c . IC-1. R &Ry = OCH;; Ry=H O~y

I 3

0

IC-2. R & Ry = H; Ry =N (CHy),
IC-3.R &R;=H; R, =Cl. Rs
IC-4.R & Ry=H; R, =OCH,

IC-5.R & Ry =H; R, =CN.

ANTIMICROBIAL STUDIES:

Preparation of media: 37 gms of nutrienagar medium was dissolved in 1000 ml of distilleatev and the pH was
adjusted to 7.0. Where as in case of antifungavigcstudies, potato dextrose agar, 39 gm wasotlies in 1000
ml distilled water and the pH was adjusted to &&ch 20ml portion of media was distributed to tebes and these
test tubes were plugged with non-adsorbent cottohkapt in autoclave (122@) for sterilization for an hour.

Plating of media: Sterilized media was heated in a water bath thdriyud/lolten media was poured on to the Petri
dish (pre-sterilized in oven for 3 hours at 420n order to avoid contamination). The plated iRgishes were kept
on plain surface to avoid non-uniform solidificatiof medium. Micro wells (6mm diameter) were madthvore-
puncher at equidistance (four micro wells were male 4” assay-plate). All these operations weréopmaed in
“sterile room” which was equipped with a “laminéovi”.

Antibacterial Activity: The synthesized compounds were tested for theibamsterial activity against namely
Bacillus subtilis (MTCC 441), Saphylococcus aureus (MTCC 96), Pseudomonas aeruginosa (MTCC 741),
Escherichia coli (MTCC 443), at concentrations of 5, 10, 20, 500 Hd200ug/ml. Nutrient agar medium was
dissolved in water and pH was adjusted to 7.0. Wais then disturbed in 20ml quantity in boiling ésbthey were
then plugged tightly with non-absorbent cotton atetilized in an autoclave. The bacterial cult&eul) was then
added aseptically to the agar medium maintainetb’@, mixed well and poured in to petriplates. Testisons of
different concentrations of compounds 26-30 wespared in DMSO. After hardening, cups of 6mm diametch
were cut into agar and 50ul test solutions of vayyoncentrations (5, 10, 20, 50, 100 & 200ug/mdyeplaced in
these cups. The plates were incubated % 33r 24 hours and the diameter of inhibition zeves measured in mm.
Solvent DMSO alone was kept as control, which ditihmave any inhibition zone. The activity was congglawith
standard antibiotic Benzyl Penicillin and the aatterial activities inhibition zones of the compdsrare measured
and presented in Table-2.

Antifungal activity: Antifungal activity of the synthesized compoundswested againgandida albicans (MTCC
227) andAspergilla niger (MTCC 282) using agar well diffusion methddotato dextrose agar was dissolved in
water and pH was adjusted to 5.6. This was themilalised 20ml each in boiling tubes which were gled tightly
with non-absorbent cotton and sterilized. To tHigil5of fungal spore suspension was added and tgbhpumixed
with 20 ml medium aseptically and poured in to ipédtes. When agar solidified, cups of 6mm diametere made
on each of the seeded plates. These cups wek\ilte 50l of test samples of concentrations af®,20, 50, 100

& 200ug/ml the petriplates were incubated al@$r 2 days. The inhibition zones produced by testhpounds
were compared with inhibition zones produced byepketoconazole used as standard. Inhibition zonthef
compounds are presented in table 2.
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Zone of inhibition in mm
Compound Conc.pg/ml Antibacterial Activity Antifungal activity
B. subtilis | Saureus | E.coli | P.aeruginosa | C.albicans | A.niger
5 pg/ml 10 9 NA NA NA NA
10 pg/ml 11 10 NA 10 10 11
c1 20 pg/ml 12 10 9 9 11 12
) 50 ug/ml 13 11 10 11 11 11
10Cpg/ml 14 12 10 9 12 11
20C ug/ml 15 12 11 11 13 13
5 pg/ml NA 9 NA 9 NA NA
10 pg/ml NA 10 NA 10 NA 10
1C2 20 pg/ml 9 10 NA 10 9 11
50 pg/ml 10 11 11 11 10 12
100 pg/m 10 11 12 11 11 12
200 pg/m 11 12 12 12 12 13
5 pg/ml NA NA NA NA NA NA
10 pg/ml 10 NA NA NA 10 9
1c-3 20 pg/ml 11 10 NA 9 10 10
50 pg/ml 12 11 10 10 11 11
100 pg/m 12 11 12 10 12 12
200 pg/m 13 12 13 11 12 13
5 ug/ml 10 9 NA NA NA NA
10 pg/ml 11 10 NA 10 NA 9
1C-a 20 pg/ml 11 10 10 10 9 10
50 pg/ml 12 11 10 11 10 10
100 pg/m 13 11 11 11 10 11
200 pg/ml 13 12 11 12 11 12
5pg/ml NA NA NA NA NA NA
10 pg/ml NA NA NA NA NA NA
1C-5 20 pg/ml NA NA 9 10 NA NA
50 pg/ml 10 NA 10 10 NA NA
100 pg/m 12 1C 10 11 NA NA
200 pg/ml 13 11 11 11 10 10
Benzyl pencillin | 200 pg/ml 25 22 25 25 - -
Ketocon-azole | 200 pg/ml -- -- -- -- 22 22

RESULTS AND DISCUSSION

Freshly fused ZnGlwas dissolved in glacial acetic acid then all Zm€l, was dissolved resorcinol and heated to
140-156C for 15 min with stirring gives resacetophenonesofution of isoprene in xylene was added drop wdse
a mixture of resacetophenone and PPA in xylene.réaetion mixture was taken in chloroform and thevmform
solution was washed with NaHGOwater; dried over MgS{Qgives three compounds like 3,4-dihydro-5-hydroxy-
2,2-dimethyl-6-acetyl-2H-1-benzopyran; 3,4-dihydrdrydroxy-2,2-dimethyl-6-acetyl-2H-1-benzopyran aBd4,

9, 10-tetrahydro-2, 2, 8, 8-tetramethyl-6-acetyl-BH-benzo [1, 2-b: 3,4b’] dipyran. A mixture of22dimethyl-6-
acetyl-7-hydroxy chroman, substituted benzaldehydeshanol and aqueous potassium hydroxide waisdtgpom
temperature for 24 hours, on acidification, chatcderivatives were obtained. The chalcones werdamsed with
hydroxylamine hydrochloride in presence of KOH/eiblathe new 3-substituted phenyl-5-(2", 2"-dimgth7"-
hydroxy chroman) isoxazoles are formed.

The results show that all the five compounds shoametibacterial activity against all the four orgams. The
minimum inhibition concentration (MIC) was 5pg/ngaanstB.subtilis for compounds IC-1 and IC-4 where as it
was 10pg/ml for compounds IC-3, 20ug/ml for compbl@-2 and 50ug/ml in case of compound IC-5. MIGwa
5ug/ml againstSaureus for compounds IC-2, IC-4 and IC-5; 20ug/ml for campds IC-3 and in case of
compound IC-5 MIC was 100ug/ml. In case of gramatieg bacterial.coli MIC was 20ug/ml for compound IC-
1, IC-4 and IC-5; 50ug/ml for IC-2 & IC-3; the mmum inhibition concentration (MIC) was 5ug/ml agstin
P.aeruginosa for compound IC-2; 10ug/ml for IC-1 & IC-4 and 20pd for compound IC-3 & IC-5. On the whole
it was observed that compound IC-1 and IC-4 bothirfigamethoxy substituents in the phenyl ring showsate
activity in all the organisms than that of othemgmunds.

In case of antifungal activity studies, MIC was &0pl for compounds IC-1 and IC-3; 20pg/ml for compds IC-
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2 & IC-4, whereas it was 200pg/ml for compound I@gainstC.albicans. The minimum inhibition concentration
(MIC) was 10ug/ml agains@.niger for compounds IC-1, IC-2, IC-3 and IC-4, whereasvas 200ug/ml for
compound IC-5 againgtniger.

CONCLUSION

In conclusion, the synthesis of various 3-substduphenyl-5-(2",2"-dimethyl, 7"-hydroxy chromaispxazole
derivatives were achieved by condensing the mixdfiehalcones with hydroxylamine hydrochloride negence of
KOH/ethanol. All the synthesized 3-substituted ptén(2", 2"-dimethyl, 7"-hydroxy chroman) isoxae

derivatives evaluated for their antimicrobial aitids. Results revealed that the compounds exhitihe
antimicrobial activity. On the whole it was obsehtbat compound IC-1 and IC-4 both having methaxyssituents
in the phenyl ring showed more activity in all theganisms than that of other compounds. The stunlyldvbe a
fruitful matrix for the development of isoxazoleridatives for further bio-evaluation.
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