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ABSTRACT

The present communication describes the efficignthesis of some new 7,8,9,10-tetra- hydro-1H-pdof,2-
aJquinoline-2,5-dicarbonitrile derivatives via twsiep reaction by using a green catalytic systenPE&-400 and
Bleaching earth clay. The structure assignmentghef newly synthesized compounds based on chemmchl a
spectroscopic evidences. All the synthesized condgsowere screened for their antimicrobial activitjost of the
compounds showed significant antimicrobial actigiynpared with standard drugs.

Keywords. 7,8,9,10-tetra-hydro-1H-pyrimido[1,2-a]quinolingsdicarbonitrile, PEG-400, Bleaching earth clay,
Antimicrobial activity

INTRODUCTION

Over the years, increasing prevalence’s of infectimuced by the rapid progress of bacterial resist to most of
the known antibiotics is a severe health issues Hais turned up into rises in morbidity and mdgaland has
become a worldwide health problem. As a consequéhealevelopment of new antimicrobial agents isantinual

demand. As multidrug-resistant bacterial strainsppgate, the necessity for competent remedy hauulstied

research into the design and synthesis of novehaintobial molecules

The chemistry of pyrimido[1,2-a] quinoline composndave been studied effectively and is the sulgéseveral
scrutiny. The pyrimido[1,2-aJquinoline scaffold hiasplemented the support for the design of biolagimpatible
molecules with immense biomedical value as ther@geuFor example their derivatives possess sicguif
anticancer [1], antimalarial [2, 3], antimicrobig-8] activity. Furthermore, some of these derivatives possess
antitumor [9-11], anti-inflammatory [12-14], analie [15,16] activity.

Accordingly above cited facts and as a continuftpur studies on the development of adequate anidogrmental
friendly synthetic methodologies [17,18], Here wepart the synthesis and biological evaluation ehe,8,9,10-
tetrahydro-1H-pyrimido[1,2-a]quinoline-2,5-dicarboite derivatives, via two step reaction in preserBleaching
earth clay (pH12.5) and PEG-400 as a green reaotedium. Bleaching earth clay (pH12.5) has besingias one
of such alternative green and heterogeneous cafaB23].
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EXPERIMENTAL SECTION

Melting points were found out in an open capilltupe and are uncorrected. The chemical solvenligadiwere
distilled prior to practice. The end point of treaction was observed by thin layer chromatographyg precoated
sheet of silica gel-G uses iodine vapors for darciR spectra were recorded in the Perkin ElnpecsometerH-
NMR spectra were confirmed in dimethyl sulphoxi@SO)-d; using an Advance spectrometer at a frequency of
400 MHz using tetramethylsilane (TMS) as intern@ndard. Mass spectra were recorded on an EIl-Skimad
QP2010PLUS GC-MS.

General procedure for the preparation of 2-aming283/4-substituted benzylidene)-4-(2/3/4-substitupbenyl)-
5,6,7,8-tetrahydroquinoline-3-carbonitril@4-i)

A mixture of 2,6-bis(2/3/4-substituted benzylideny&lohexanone (1.00 mmol), malononitrile (1.00 niymno
ammonium acetate (1.00 mmol) and Bleaching eagh @H12.5, 10 wt%jvas stirred at 70-8C in PEG-400 for
lhour. After complete conversion as indicated by TLC, tag¢alyst was filtered out by simple filtration attte
mother liquor poured into ice-cold water, solid aeged out. The separated solid was filtered; thdecproduct was
recrystallized from ethanol to afford the pure pretd

2-amino-8-benzylidene-4-phenyl-5,6,7,8-tetrahydiogline-3-carbonitrile @a)

M.p. 140-148C; IR (KBr): 3350 (NH stretching), 3040 (Ar, C—H stretching), 223200, 1626 (C=N) cm-1*H
NMR (300 MHz, DMSO-d6, TMS}: 8.80 (s,1H, —C=CH), 7.68-8.21 (m, 12H, 10Ar-H +&N 1.53-2.55 ppm
(m, 6H, CH protons of tetrahydroquinoline ring); Mass (m/3/3M*] (100); Elem. anal. calculated (found) for
Co3HigN3: C, 81.87 (81.84); H, 5.68 (5.71); N, 12.45 (12.42

2-amino-8-(4-fluorobenzylidene)-4-(4-fluoropheny|p, 7,8-tetrahydroquinoline-3-carbonitril Sif)

M.p. 150-158C; IR (KBr): 3343 (NH stretching), 3036 (Ar, C—H stretching), 22280, 1619(C=N) cm-1;1H
NMR (300 MHz, DMSO-d6, TMS} 8.73 (s,1H, —C=CH), 7.65-8.11 (m, 10H, 8 Ar—H +H2}y 1.40-2.48 ppm
(m, 6H, CH protons of tetrahydroquinoline ring); Mass (m/ZB83M*] (100); Elem. anal. calculated (found) for
CoaH17FoNg: C, 73.98 (73.96); H, 4.59 (4.61); N, 11.25 (1).22

2-amino-8-(4-chlorobenzylidene)-4-(4-chloropheryy; 7,8-tetrahydroquinoline-3-carbonitril S¢)

M.p. 152—-157C; IR (KBr): 3340 (NH stretching), 3042 (Ar, C—H stretching), 223=0, 1629 (C=N) cm-1;1H
NMR (300 MHz, DMSO-d6, TMS}: 8.76 (s,1H, —C=CH), 7.63-8.17 (m, 10H, 8 Ar—H +lN 1.31-2.38 ppm
(m, 6H, CH protons of tetrahydroquinoline ring); Mass (m/gB4M’] (100); Elem. anal. calculated (found) for
Co3H17ClIoNg: C, 73.98 (73.96); H, 4.59 (4.61); N, 11.25 (1).22

2-amino-8-(4-nitrobenzylidene)-4-(4-nitrophenylB &, 8-tetrahydroquinoline-3-carbonitrile3¢)

M.p. 152—-157C; IR (KBr): 3347 (NH stretching), 3033 (Ar, C—H stretching), 2228, 1621 (C=N) cm-1;1H
NMR (300 MHz, DMSO-d6, TMS§ 8.70 (s,1H, —C=CH), 7.59-8.22 (m, 10H, 8 Ar—H + 1.20-2.34 ppm
(m, 6H, CH protons of tetrahydroquinoline ring); Mass (m/2)74M*] (100); Elem. anal. calculated (found) for
Cy3H17Ns04: C, 64.63 (64.66); H, 4.01 (4.03); N, 16.39 (16.40

2-amino-8-(2-hydroxybenzylidene)-4-(2-hydroxypheBys,7,8-tetrahydroquinoline-3-carbonitril8d)

M.p. 152—-157C; IR (KBr): 3415 (OH stretching), 3344 (NHtretching), 3037 (Ar, C—H stretching), 2234=(0,
1632 (C=N) cm-1;1H NMR (300 MHz, DMSO-d6, TM§)11.11 (s, 1H, OH), 11.07 (s, 1H, OH), 8.74 (s,H,
C=CH), 7.63-8.25 (m, 10H, 8 Ar—H + 2NKl 1.27-2.30 ppm (m, 6H, GHorotons of tetrahydroquinoline ring);
Mass (m/z):369 [N (100); Elem. anal. calculated (found) fopsB8.N;O,: C, 74.78 (74.76); H, 5.18 (5.20); N,
11.37 (11.40).

General procedure for the preparation of 10-(2/3U4bstituted benzylidene)-6-(2/3/4-substituted phesy
(methylthio)-1-oxo0-7,8,9,10-tetrahydro-1H-pyrimid¢®-a]quinoline-2,5-dicarbonitrileFa-i)

An equimolar mixture of3a-i (1 mmol) and ethyl 2-cyano-3,3-bis(methylthio)datg 4 (prepared by reported
method) was stirred in PEG-400 in presence of d@liem earth clay (pH12.5, 10 wt%) at 70°80for 2-3hrs. After
complete conversion as indicated by TLC, the catalas filtered out by simple filtration and the ther liquor
poured into ice-cold water, solid separated oue Séparated solid was filtered; the crude produact recrystallized
from ethanol to afford the pure prodibeti.
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10-benzylidene-3-(methylthio)-1-oxo0-6-phenyl-7 B)Setrahydro-1H-pyrimido[1,2-a]quinoline-2,5-didaonitrile
(5a)

M.p. 150-155C; Yield 89%; IR (KBr): 3054 (Ar, C—H stretching)244 (GN), 1698 (C=0), 1639 (C=N) cm-1;1H
NMR (300 MHz, DMSO-d6, TMS¥ 8.79 (s,1H, —C=CH), 7.62-8.41 (m, 10H, Ar-H), 2(603H, CH), 1.21-2.42
ppm (m, 6H, CH protons of tetrahydroquinoline ring)}C NMR (100 MHz, DMSO-d6, TMS}: 170.56, 168.00,
160.67, 158.88, 140.54, 135.21, 132.53, 129.34,528128.25, 127.18, 127.11, 124.14, 118.70, 11536580,
30.57, 25.21, 24.16, 17.24; Mass (m/z):460][¥L00); Elem. anal. calculated (found) fopsB,N,OS: C, 73.02
(73.06); H, 4.38 (4.40); N, 11.37 (11.40).

10-(4-fluorobenzylidene)-6-(4-fluorophenyl)-3-(mgthio)-1-oxo-7,8,9,10-tetrahydro-1H-pyrimido[1,2-a
quinoline- 2,5-dicarbonitrile §b)

M.p. 160-165C; Yield 87%; IR (KBr): 3044 (Ar, C-H stretching)251 (GN), 1689 (C=0), 1636 (C=N) cm-1;1H
NMR (300 MHz, DMSO-d6, TMS$ 8.87 (s,1H, —C=CH), 7.49-8.35 (m, 8H, Ar—H), 2(483H, CH), 1.19-2.37
ppm (m, 6H, CH protons of tetrahydroquinoline ring)’C NMR (100 MHz, DMSO-d6, TMS}: 170.65, 166.55,
160.19, 157.45, 140.21, 136.08, 132.48, 130.04,1829128.55, 127.64, 127.46, 123.18, 118.96, 11438124,
30.35, 25.19, 24.10, 18.00; Mass (m/z):496][kL00); Elem. anal. calculated (found) fogsB:s F.N4OS: C, 67.73
(67.75); H, 3.65 (3.67); N, 11.28 (11.30).

10-(4-chlorobenzylidene)-6-(4-chlorophenyl)-3-(nydttio)- 1-oxo-7,8,9,10-tetrahydro-1H-pyrimido[1,2-a
qguinoline-2,5-dicarbonitrile %c)

M.p. 162-167C; Yield 85%; IR (KBr): 3046 (Ar, C—H stretching)233 (GN), 1694 (C=0), 1624 (C=N) cm-1;1H
NMR (300 MHz, DMSO-d6, TMS$ 8.90 (s,1H, —C=CH), 7.57-8.41 (m, 8H, Ar—H), 2(513H, CH), 1.26-2.31
ppm (m, 6H, CH protons of tetrahydroquinoline ring}’C NMR (100 MHz, DMSO-d6, TMS}: 171.16, 167.10,
161.32, 158.65, 141.12, 136.08, 132.48, 130.04,1R2928.55, 127.64, 127.46, 123.18, 118.96, 11438124,
30.35, 25.19, 24.10, 18.00; Mass (m/z):529][K100); Elem. anal. calculated (found) fosg8:5 Cl,N4OS: C, 63.52
(63.55); H, 3.43 (3.41); N, 10.58 (10.55).

10-(2-chlorobenzylidene)-6-(2-chlorophenyl)-3-(nyéthio)-1-oxo-7,8,9,10-tetrahydro-1H-pyrimido[1,2-a
guinoline-2,5-dicarbonitrile %d)

M.p. 165-176C; Yield 87%; IR (KBr): 3050 (Ar, C—H stretching)238 (GN), 1687 (C=0), 1616 (C=N) cm-1;1H
NMR (300 MHz, DMSO-d6, TMS$ 8.71 (s,1H, —C=CH), 7.49-8.34 (m, 8H, Ar—H), 2(463H, CH), 1.18-2.29
ppm (m, 6H, CH protons of tetrahydroquinoline ring’C NMR (100 MHz, DMSO-d6, TMS}: 170.22, 168.34,
161.61, 157.11, 140.21, 136.20, 132.19, 130.38,4129128.16, 127.77, 127.25, 123.13, 117.00, 1143887,
30.46, 25.33, 24.19, 18.32; Mass (m/z):529][K100); Elem. anal. calculated (found) fosgB:5 Cl,N,OS: C, 63.52
(63.51); H, 3.43 (3.44); N, 10.58 (10.54).

3-(methylthio)-10-(4-nitrobenzylidene)-6-(4-nitraptyl)-1-oxo-7,8,9,10-tetrahydro-1H-pyrimido[1,2-ajgoline-
2,5-dicarbonitrile 6€)

M.p. 175-1806C; Yield 86%; IR (KBr): 3037 (Ar, C-H stretching)244 (GN), 1697 (C=0), 1622 (C=N) cm-1;1H
NMR (300 MHz, DMSO-d6, TMS$: 8.82 (s,1H, —C=CH), 7.40-8.40 (m, 8H, Ar—H), 2(443H, CH), 1.20-2.34
ppm (m, 6H, CH protons of tetrahydroquinoline ring)’C NMR (100 MHz, DMSO-d6, TMS}: 171.04, 168.84,
161.75, 157.41, 140.13, 136.24, 132.26, 130.16,12928.47, 127.56, 127.46, 123.15, 117.33, 11485220,
30.25, 25.07, 24.48, 17.66; Mass (m/z):5507[NL0O0); Elem. anal. calculated (found) fopgB:s Cl,NgOsS: C,
61.08 (61.10); H, 3.30 (3.32); N, 15.26 (15.24).

3-(methylthio)-10-(3-nitrobenzylidene)-6-(3-nitraptyl)-1-oxo-7,8,9,10-tetrahydro-1H-pyrimido[1,2-afgoline-
2,5-dicarbonitrile 6f)

M.p. 175-1806C; Yield 80%; IR (KBr): 3026 (Ar, C-H stretching)237 (GN), 1695 (C=0), 1625 (C=N) cm-1;1H
NMR (300 MHz, DMSO-d6, TMS$ 8.79 (s,1H, —C=CH), 7.33-8.24 (m, 8H, Ar—H), 2(873H, CH), 1.26-2.30
ppm (m, 6H, CH protons of tetrahydroquinoline ring}’C NMR (100 MHz, DMSO-d6, TMS}: 171.10, 168.80,
161.79, 157.40, 140.18, 136.20, 132.29, 130.17,112928.51, 127.55, 127.40, 123.25, 117.30, 114385,
30.23, 25.11, 24.52, 17.74; Mass (m/z):550[NL0O0); Elem. anal. calculated (found) fopgB:s Cl,NOsS: C,
61.08 (61.10); H, 3.30 (3.33); N, 15.26 (15.27).
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10-(2-hydroxybenzylidene)-6-(2-hydroxyphenyl)-3tfiyi¢hio)-1-oxo-7,8,9,10-tetrahydro-1H-pyrimido[1e2
quinoline-2,5-dicarbonitrile %g)

M.p. 155-166C; Yield 85%; IR (KBr): 3412 (OH stretching), 3024r, C—H stretching), 2233 E&N), 1684 (C=0),
1619 (C=N) cm-1;1H NMR (300 MHz, DMSO-d6, TM§)11.23 (s, 1H, OH), 11.20 (s, 1H, OH), 8.77 (s,H,
C=CH), 7.30-8.20 (m, 8H, Ar-H), 2.40 (s, 3H, §HL.29-2.38 ppm (m, 6H, GHprotons of tetrahydroquinoline
ring); *C NMR (100 MHz, DMSO-d6, TMS}: 170.23, 167.07, 162.60, 158.48, 140.43, 136.22,288 130.10,
129.34, 128.22, 127.66, 127.13, 123.68, 118.65,561487.55, 30.12, 25.32, 24.78, 17.44; Mass (4©2):[M']
(100); Elem. anal. calculated (found) fosgB,0N4OsS: C, 68.28 (68.30); H, 4.09 (4.10); N, 11.37 (8}.3

10-(4-hydroxybenzylidene)-6-(4-hydroxyphenyl)-3tfiyi¢hio)-1-oxo-7,8,9,10-tetrahydro-1H-pyrimido[ 12
quinoline-2,5-dicarbonitrile %h)

M.p. 157-162C; Yield 88%; IR (KBr): 3423 (OH stretching), 301&r, C—H stretching), 2243 (N), 1688 (C=0),
1628 (C=N) cm-1;1H NMR (300 MHz, DMSO-d6, TM§)11.26 (s, 1H, OH), 11.24 (s, 1H, OH), 8.86 (s,H,
C=CH), 7.21-8.55 (m, 8H, Ar—H), 2.46 (s, 3H, §HL.33-2.43 ppm (m, 6H, GHprotons of tetrahydroquinoline
ring); *C NMR (100 MHz, DMSO-d6, TMS}: 171.12, 167.15, 162.65, 158.56, 140.49, 136.32,453 130.17,
129.65, 128.28, 127.60, 127.15, 123.56, 118.16,461487.44, 30.31, 25.00, 24.55, 17.37; Mass (4%$2):[M]
(100); Elem. anal. calculated (found) fosgB,0N4OsS: C, 68.28 (68.29); H, 4.09 (4.11); N, 11.37 (1)..4

10-(3,4-dichlorobenzylidene)-6-(3,4-dichloropherijmethylthio)-1-oxo-7,8,9,10-tetrahydro-1H-pyrduaj1,2-a]
guinoline-2,5-dicarbonitrile %i)

M.p. 160-165C; Yield 90%; IR (KBr): 3027 (Ar, C-H stretching)241 (GN), 1687 (C=0), 1627 (C=N) cm-1;1H
NMR (300 MHz, DMSO-d6, TMS$: 8.75 (s,1H, —C=CH), 7.26-8.22 (m, 8H, Ar—H), 2(443H, CH), 1.20-2.34
ppm (m, 6H, CH protons of tetrahydroquinoline ring)’C NMR (100 MHz, DMSO-d6, TMS}: 170.42, 167.34,
160.55, 156.22, 141.10, 136.45, 132.83, 130.34,12928.56, 127.11, 127.68, 123.43, 117.55, 1148THA2,
30.11, 25.00, 24.34, 17.53; Mass (m/z):550][K100); Elem. anal. calculated (found) fosg8: Cl4N4OS: C, 56.21
(56.22); H, 2.70 (2.72); N, 9.36 (9.36).

BIOLOGY

Antibacterial activity

The antimicrobial activity of the synthesized compds5a-i were calculated by the agar diffusion mode [24,25]
the compounds were evaluated for antibacterialiggtagainst Escherichia coli(MTCC 443), Staphylococcus
aureus(MTCC 96). The antibiotic Ampicillin (25pg/mL) wsaused as a standard for antibacterial activity.

The culture strains of the bacteria were cultivatachutrient agar slants at 37 + 0G for 24 h. The antibacterial
activity was evaluated using nutrient agar plateedsd with 0.1 ml of the respective bacterial caltstrain
suspension prepared in sterile saline (0.85 %PACEFU/mL dilutions. The stock solutions were madediyting
compounds in DMSO to final concentrations rangirant 25 to 100 pg/mL. The wells, of 6 mm diameteerev
filled with 0.1 ml of the compound solution sepatatfor each bacterial strain. All the plates wiereubated at 37 +
0.5°C for 24 h. Zones of inhibition of compounds in namd MIC were noted. The results of antibacterigivig
given inTable-2.

Antifungal activity

The synthesized compounds were assessed for agdlfantivity by disc diffusion method [26]. The fyad (48 h)
cultures from the slants were diluted with stemater and mixed carefully to formulate a fair homogous
suspension. These suspensions were dispersed idifiemblagar, potato dextrose agar for fungi. Titeerf paper
disks prepared by only DMSO (as a negative contaoll with a solution of 50 pg/ml concentrationstest
compounds Ja-i) as well as standard compounds Nystatin as positiverol were precisely arranged over the
spread cultures of fungi and incubated at 28@G@or 48 h. After the incubation duration, the pkatvere tested for
the zone of inhibition. The diameter for the zopémhibition was measured, with the diameter & thsk too. All
the concentrations were made in triplicate for eatithe compounds and the average value was takea.
antifungal activity was checked againstMiger, C. Albicans(fungal strains) using Nystatin as the standaugd
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RESULTSAND DISCUSSION

Chemistry

Encouraged by the varied biological activities gfimido[1,2-a]quinoline and as a part of our pragraimed at
developing new selective and environmentally frigndnethodologies for the preparation of heterogycli
compounds [27-29]Herein, we report a green, effective, and clearcquiare for synthesis of 7,8,9,10-tetrahydro-
1H-pyrimido[1,2-a]quinoline-2,5-dicarbonitrile deatives ba-i) via two step reaction. The first step invohase
pot synthesis of intermediate produda-{) by the reaction of 2,6-bis(2/3/4-substituted hdidene)cyclohexanone
(1), malononitrile ), ammonium acetate and Bleaching earth clay (pbj1I0 wt%) in PEG-400 as green reaction
media. Further step involves reaction of intermed@oduct 8a-i) and 2-cyano-3,3-bis(methylthio)acrylat® (n
the presence of Bleaching earth clay (pH12.5, 19%wand PEG-400 gives the final produda-{). The 2-cyano-
3,3-bis(methylthio)acrylated] was synthesized by earlier reported method. EBaetion time, yield and melting
point of these derivative$d-i) has been presented Trable-1. The reactions ensued rapidly and completed within
2-3 hrs.

The newly synthesized intermediate compourddsi) and final compoundsé-i) were established on the basis of
spectroscopic methods (IRHNMR, *C-NMR and MASS). The compoungb were confirmed by IR spectra
showed the presence of —Mlidtretching at 3343 chand G=N stretch at 2228 cthindicating the formation of
product. Furthermore, 1IHNMR shows, a sharp singlét 8.73 ppm for the proton of -C=CH, the Bligrotons
appear in the aromatic region 88.11-7.65 ppm. A multiplate of six protons of &tydroquinoline ring appears at
d 1.40-2.48 ppm. On the other hand IR spectra ofitta compoundbb showed the absence of the characteristic
band off —NH in the range of 3200-3400 émand GN stretch appear at 2251 ¢mn proton NMR spectra, a
sharp singlet appears &t8.87 ppm due to the proton of —-C=CH. Characterisinglet of three protons of GH
appears ab 2.48 ppm confirms the formation of cyclized firmbduct. Mass spectrum revealed that the molecular
weight of the compound was corresponds to the mtde¢on peaks. The synthetic procedure and cheriaation
data of compounds were presented in the experiinsstaon.

4 \
NH,
0]
| X xXx = X CN NH4OAc, PEG-400 |
+ - > _ = -
s TR CN Bleaching Earth Clay R R
R 7 = pH-12.5, stirring 1hr,
la-i 2 at 70-80°C 3a-i
H3CS__SCHs PEG-400
| Bleaching Earth Clay
pH-12.5
(32H500C 4 CN stirring 2-3 hrs
N 70-80°C
Sa-i

Scheme 1: Green synthesis of 7,8,9,10-tetr ahydro-1H-pyrimido[1,2-a]quinoline-2,5-dicar bonitrile derivatives (5a-i)
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Table 1: The physicochemical data of synthesized 7,8,9,10-tetr ahydro-1H-pyrimido[1,2-a]quinoline-2,5-dicar bonitrile derivatives (5a-i)

Entry R M.P°C | 2Yidd %
5a -H 150-155 89
5b -4F 160-165 87
5c -4Cl 162-167 85
5d -2CI 16E5-17C 90
5e -4ANG, 175-180 86
5f -3NO;, 175-180 80
59 20H | 155-160 85
5h -40H 157-162 88
5i -3,4-diCl | 160-165 90

?Yields on isolated basis

BIOLOGY

The newly synthesized 7,8,9,10-tetrahydro-1H-pwdiofil,2-a]quinoline-2,5-dicarbonitrile derivativesbafi)
displayed a varying pattern of antimicrobial adfiyresults are shown ihable 2. A cursory look at the results of
in vitro antibacterial activity reveals that most of thatigsized compound$a-i) exhibited equipotent activity in
comparison with standard drug agaiistcoli and S. aureugbacterial strain). Here ampicillin is employed as
reference drug for antibacterial activity. Hendee present study is favorable for discovering #adlcompounds
against bacterial diseases.

The newly synthesized 7,8,9,10-tetrahydro-1H-pyaiofil,2-a]Jquinoline-2,5-dicarbonitrile  derivativesbafi)
exhibited finest antifungal activity compared withe standard drug (Nystatin, 50 pg/ml concentratighe
observed results have been presentefiaiple 2. The preliminary antifungal screening of synthesigedivatives
(5a-i) acknowledged that maximum compounds in the setiesvad potent antifungal activity. Therefore, the
present study is useful for finding the lead compmtaiagainst fungal diseases.

Table 2: Resultsof antibacterial and antifungal activity of 7,8,9,10-tetrahydr o-1H-pyrimido[1,2-a]quinoline-2,5-dicar bonitrile derivatives

(5a-i)
Bacteria Fungi
Entry Escherichiacoli | Staphylococcusaureus | Aspergillusniger | Candidaalbicans

(MTCC443) (MTCC96) (MTCC 282) (MTCC227)
5a 13(50) 16(50) 14(50) 14(50)
5b 14(25) 23(25) 18(25) 20(25)
5¢c 18(25) 24(25) 19(25) 22(25)
5d 21(25) 22(25) 20(25) 21(25)
5e 20(25) 21(25) 18(25) 19(25)
5f 19(25) 16(25) 17(25) 15(25)
5g 14(50) 19(50) 15(50) 14(50)
5h 15(50) 15(50) 14(50) 15(50)
5i 15(25) 17(25) 16(25) 16(25)

Ampicillin 20(25) 24(25) - -
Nystatin - - 20(25) 22(25)

Zones of inhibition measured in mm; MIC values gppére given in parentheses

CONCLUSION

In the present study, a series of 7,8,9,10-tetnath§tH-pyrimido[1,2-a]quinoline-2,5 dicarbo- nitritkerivatives %a-

i) were synthesized by using a green catalytic syste PEG-400 and Bleaching earth clay (pH-12.5wi80) and
screened for antibacterial and antifungal actigitiehe structures of the compounds were establishete basis of
satisfactory spectral analysis. Most of the syntees 7,8,9,10-tetrahydro-1H-pyrimido[1,2-a]quin@if,5
dicarbonitrile derivatives5a-i) showed significant antibacterial and antifungetivaty againstE.coli, S.aureus
(bacterial strain) andAspergillus niger Candida albicangfungal strain) respectively, compared with stadda
drugs.
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