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ABSTRACT

Heerovels cleanarny somacises o1 leas half of all rganic chensary research woeldwide. Quetaznlisoses ind (s S0 vaLves cosias i spodiaat clese of
beterocyclic compoonde The chemistry' of gumazaline compounds has more thad ceahines old hstony. bowever the miezse =ardh for Welegically active
sulpmances in chis serres began ondy in e et fw decades. Do this preseat commumcaiien o atempt 5 made 1o cover the medscimally acave compaounds,
aloeg wirk die revenr diwonveries, witich were depomed 10 poises viruous bealogical arsiariss
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INTHODU CTIOMN
An ietrodhection o Medicinal Chemistry F’-ﬂ WA VeTY
dedaibed look ar the world of medicine’. Principles of
medicinol chemasiry is necessary to considsr ph:.‘stc-;hmml
properties, used to develop new pharmacologically active
constitients ard their mwchanizm of sction and  many of
them  are entered (0 phammacological screemng  for
detenmining their biotogical activity, This random scresnicg
process lme been  inefficient, Tt it hae  resulied @
identificntion of new lead compeamds whoss struchires have
been optimized 10 produce clinical apents®. A sich teadition of
amalog design sirategies has evolved for cresting new
s within_ medicinnl chemistry research  for
heodogical evalustion®.
Heterocyclic  cheddstry 1+ & chesmstry  dnvolving e
heteroevelic compounds, which has atome of at least tae
different elemerdes as minshar of fng. The heterocyclic stoims
rum-'h-:muruml: though the compmmd contains carbon
atoms in the ring. The word hefero menns * different from
carbon and hvdrogen™ . Heterocyelic chemistey comypruses at
lezat half of all organdc chemsstry sesearch oo ldwide. [n
particulas, beterocyclic structurs fonm fhe basis of mun}
pharmaceutical, n.g'nd::lmcu] and wveberinary
Heterocyclic chemistry is o potential part of the ;:,.-ml-:u:
orpanic chemistry, covering a wide variety of boactive
mcelecules. Armaonge siv-remobered heterocycles, qumazslie
ocrupies significant position and i commealy found moa
wide venety of natural m'nrJ:J.-I:: pharmaceniical
mudecules, and other functional maenaia Thee ertical role
Fluyed by leterocycles in drog desiyn cannol be dentsd. Even
whera the natural sulstrane of lgand for 8 eelogical gt
daes aot confain & heterocyele, drgs whether of matural of
man-mads ongn l]'HTEI:t{m that target frequently contam
heterocyelic groups”. The asim of this review is to highlisht
the wide range of developments displaved by Chanazolinone
Drerivmtives which have been found fo possess wide spectrom
of activitees  such oy ssti-inflamoetory,  atiossdat,
amvtrmicrobial, antipsychotic. antibypertensive .
Quinsolinone  (Figure 17 15 a8 bodding  block 1"-ur
approginately 130 namrally oconrring alkaleads iselated wo
dade from a mumber of famdlies of the plent ngdomn, from
animals and from microorgenisms such s Bacilfur cerens,

Bowchardaiia mevrscocoa, Dickroa febrifugpa |, and Pegarum
nipellarrus =",

Structure and Chemical Beactivity

The first quimazelmones { 1) wos syothesized m the lobe 18605
frooy  asthranilic  seid  asd  cyanegens to give  2-
craaqlanazobineme (2} Metlsaqualone (3} was syithesized
for the first time in 1951 and it i5 the most well wan
aynthetic qumnz::ima drag, famops for Be sedative—
|.'|3,r|_:|'.r||:|t|.-|: effacec' . Proquezone o derivative of 1'FI:I:|.lII:||IT.|lE-\...-
cae exhileis potential MEAID potential which has been used
in the disezss conditions like rheamatosd arthotis, ankyvlosing
spomcivlitis, osteoarthritis, musculoskeletal disorders, acute
mflaareiony condiftons snd  pewte pain stsies such as
dysenencerhoes, postopetative pain and beadscle™

L J b o
)| e .R R o
1 '|'.H ' | i HH N_.”.H-h;;_l
"Ir'-\."" H"" Ry 'H""_:H |I A H..
z
i {2h i@

Crirmzolenone is heterocyelic chamical compound with twa
comjoined aromatic fogs meorporating with twe nsrogen
atoares apd one of the carbons oadized with keto oxvgen 115
alzo called as qumnznlmd‘tm chemically koown as
Quirazedin-4( 34 )-one' . There are two structural jsomers. 3-
guinazolioise (4) awd d-quinazefinone 3, with the 4- moomer
bezing the more comma.
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Ciuinazalin- 434 |-ane Quinazasdin-2{1H rona
th i8]

Eomers of quisazelmotes

Tlee name guanazoling (German: Chmnacoling wes firsd
proposad for thes compound by Weddige, on obserang that
this wms isomenic with the compounds cmnelme and
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quinosaline. and momy denvatives of gunazoline system  4{3H= quinnzalinone was the first quinamlinone decvative
known  so  far,  ketoquinazolmes  alse called  as tn be symthesized .

quinarolinones, are the most impestant  compounds™. oH

Drepending upan the position of the keto of oxo groap, these _ S

compounds may be classified info two types: M HH H i

1. 241Hy  quinazalinenes (o) 1, Z-dilsado-I-omo %N-ﬁj " H’J N
and

2. 4{3E-quinazolines er 3, 4-dilpdeo-oxoquinazolines 8 i

These syetems | & 2 extulbst lactam-lactam tamomersm and

; H.1H and OH Teulomers of 4-quinazeinong
wndergs bvdroxyl group replocement reactions.  2=Cyemoe e

MNucleophillic reaction”™
o & o ?
- i Fh e Ph b,
N BulK i =" "HH
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T OMF 70-R0C - gn 2
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Amidation and cyclization
The moat cominai approach swvolves anddation of 2-anenobenzaisdtrle w1l|:| I-phenylacryloyl chlosds followed b cidative
ring closure under basic coditions produwcad 2-styrd-4(3Fquinazelinone’.
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Gameral methods of Synthexis
Swuthesis of LA-qunazoelinone 2,4 dione  from 2-ammnokenmonitrile with 3.0 equivalent of DBU i DME was performed at
room femperatire 20°C for 24 hrs™,

W g
o e
E ,-1 Y o 10 DB DF .| J| ?H
Nl trmin 2008, 24hr "H 0
(T

(1e}
Quumoim—#[‘ﬂ)—m: wis prepared by heating Z-aminchenzoic acid with formamude at 125-130C and gychizntion takss
place 4 described™.

s
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H,C0 COOH

(19

HEOMNH,
[EEE—
125-127°C.5hr

v
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o

f20)

Syvobetic effoits stared oo o-chierebensode acud, anumnaton, esterification followed by teaction with 1socyanates resulted in

1, 3-disubetituted quinueel-2, 4-diones™,

i SOCH

CUEALT,
I 1 + MR

bl

Biological activities of Quinazofineme derivatives

Anii inflammatory

Spire (28, 2H) quinazoline-2, L0-cyclobexan]-4 LH-one
A semies of Spimm [(2H4H) quinmoline-2, 10-cyclohexan]-
A {Heone derivatives bave been synthesized in which some
novel qumazolinene darivafives showed consicderable potent
ant-inflamostory and asalgesic m:-um':.' of -zn.pmct GIT
safety profile in experimenta]l rals m comparing oo
Indomethacin (10mgkg) and Tramadol (20mgkEl as
reference drgs’

@J%

[24]
R=H CHy

su,rmn

2-Pleenyl-4(2E) quinazolinones

Derivatives of 2-phenyvl-4(34) quinazolincoe have besn
synthesizad and most of the tested quinazolinone derivatives
showed consderable potent anti-miflavmmatory and analgesc
activity of supeniar GIT safety profile in experimental rats m
comparing to indomethacin & reference drug™.

?l _-COCH,
Br s -.Hi' H - I
- H z
: W
[25)
Fi=H or Br

M- (Pyrimidin-2-  slbenzenssnlfonanide)
4 2H-omw

A series of quimarolinonss derivatives exhibited potent amti
inflampestory and analpesic activites @t dose 3bmeke po
with the ohjsctive of discovenng movel and potent anh-
inflammeatory agent™,

quinazelin-

o
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S - | H= g B
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R = Ayl
R =ty
SCLMHA
4] =S
. |
N G HaB
R=H,CLA!
{26

Ap-Substiturted phenyl)-6-brome-4{3 H-guinazolinase
Besides the diverse biological activities  sscribed  fo
quinazoliomes derivatives and enzyme inhibitory effect of
several S-tromogquibnseolisones aisd based oo confbnstion of
our drug research program on the development of safe
quinszolmmes anti inflammatory agents | it was of interess 1o
gynthesize a novel saries afﬁ-h’nnuqumnmhn—dﬂh‘}m
meorporated mto other heterocvelic moeties sach as pyram,
pridine and other mmg system to be svaleated  for their
asalgesic and anti-anflaranatosy mﬂw_';."

@n
A= Z-CHCgHg
F N0y

Antimicrobial activity

2-0we- aet bl iyl o i ns rolin-4 25 omes

Cuiimmzolones  desivatives  are  considered  as  pood
antimicrobind agests. Most of derivatives were symthesized
fromn schiff koses showing antibocterial sctivity for exampls
derimtives of 2-oxo-pretidinyl-qunazolind| i H-ones. Some
possess antibscterial activity against 8 oreus, B sebili and
E poll, They were alio sereesed for adifimpal aetivity
shorwing maximal activity agamst . :::!'Elﬁrc-:?.l.ls Wils compaEad
with Amphotericin B as standard drug’.
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% e screened for their antibactenal nchivity nanimst Grame-negative
a ¢—-D 1 ?—E bacteria, Evcherichia col, Prendomonns aeruginess and
& e A grain-poaitive - becteria Straptosocci PIRATNEDE. B_u.:*rlu'm
= —n siebiilis, as well & demvomtrated signaficast sntifimgal
ol pctivity ngninst fungi vz, Comaid albicmrs, 45, ?pes':gr.[l'm
T o Y Hrereigenves, Aspergifac Movee aod depersiiius piger™,
"__ ;‘I
C O
I T
28 ,_".a B R
R= 2=NO;  g=i-OCH, N TEEN-C A
P Fasni :
Eﬂ%lfl [=4-HICH ; (79}
et k=-atis (Dol

Ar=H CTH4 CqHg CgHg

Triazoleld.3-a]-quinazolin-T-ones

The mewly syntkesized derivatives tnazolofd, -af-qunazolin-
Tty [1.245tstrazino[4, 2-a]-guinazolin-8=pnes  and
indolofd, 3¢ 1,3, 4)-razino[ 4, 3-a]-quinazolin-f-ones  werg

2-Mereapto-3-(d-chlorophenyl ) 6-fodo- 30 guinazolin-4-smes
Substituted derivatives was prepared arxl screened for antimicrobial activity in which vasious covgpounds like 30, 31, 32, and
33 showed o remarkably antmmicrobial activity and cowld be useful as templates for firther development throwgh mod: fication

o derivatization to design mare potent mtimicrobeal agents™.

b i e
g :'...:.- 5

i,
5.CH,COHNHNH NHFh

Amntibacterial sctivity
(4-Omo-2-plewlg i nazolin-3 4 H--amine) derivatives
The newly symthesized qtdmzul:il:u:-m: derivatives wers
evaluated for their antibactenal activity by cup plate m:lhl:d
aprine  bacterial  siraing  Srapdidococous  auren
Excherichia coll. Ampdeallin was wed as standaed d:rug at a
concentrotion 100 el ¥,

C‘Iﬁ 4 oo
L
M U

[34)
R=H,CHz CHy

2-{Substituted styryll-quinazoline-44{2H-ones

Among the new derivarrves 3-(5-phenyl-1.3.4-caadiazele-2-
w2 substituted syl lquimacoliee-40 3 -ones derpvatives
evalugted, specific amibotoinl acdiviey wae performed by
curp pRate methad againat bacterial strains Socitfus subalis,
Stapflococes aures {gramepositive), Escherichia coli and

D r—— n
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L
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Protews valgaris (grameneoative) of o concentrabion of 100
pemel. Streptesroecin and penicillin ez nsed & stardaed
drags at & comcentration of 100 pg/ml *

4]
r-!
@ ‘51 .-J—GEI-I-;
#1%1-{%;1
S

135]

R= H,I:H;,_':zl‘ln

4-Onoquinazolin-3(4H-yi]-N-substituted

Antibacterial evaloation of these compoands was dose and
gyithesized compounds were tested aeadnet Eram-positive
hacteria Stapfidococons mrenr and Bocrivs cereus, grame
mepative bacteria £ coll Canellahr albicans and Pseselomions
asruginosa. A solution of the standard drog Ampicllin was
prepared of the sape concentration'™,
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Amtibacterial mud Aol Mg al

6. 7-Bis-{arylthiv) quinazoline- 5,8 diene  and  Auref2.3-
fogninarslin-5-al

Deerivatives were gyoithedized and tested for in vt
antifimgal activity ngamst Camdica, 4spergilius species, and
Cripiecoceis neg

a2 }I]qmuam]u:-j-ah il B, ?—tus{m-lﬂuﬂ}qmmmm
5 B-ddomes showed zood aniflingal sctivity. The compeunds
{37} complately inkibsted the growadh of all against Camdids
aind Arporgd Vs spacies tosted a8 the MIC Level of 12,2 lp'iml.
The resulis suggest that flune [2, 3= flqunezolineS-pls and
ﬁ.T-bis[m}imit.l;glmumh-i,E-dm:u wionld be promisicg
anfifingal agents™.
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Fiperazinyl-(ninazoline-4-one Analogs

The newly syothesized quinszolinonss malogs  were
evaluated for [ wivo antibacterdal avd antifusgal activity by
using broih dibution nethod agamst am negative strains and
gram positive demns respectively £ cofl, P sanupiiosg,
Klp= Kl popumoniael, 5 opie, 5 awens, 5. progesus, B
subfifiz, The compoands displaved comparable actisity
apnat all standard anfibistics Lke Gemtamyein, Ampacilla,
Chlorammphenical™.

{41¥]

Antipsvehatie

Duinazsidin-HIHy-one & 2-phenyi-2.3-
dibydrophthalazine-1,4-dione or 1-phenyl-1.2-
dibydropyridazue 3.6-dione

O the basis of systematic studles on the stnscnre—aciviny

rebsticnships in eyl piperazing group of serotonin ligamds,

Among them fested manmy of

ot
o0 PV g
N S
I e
NS T R
L] = =
| I
= R!
H
Ri=H CICH, C3Hg, EOH
RI=CH;
Ri=F CHy H GH
137

2, 5-Disabstitured guinapalinone derdvatives

dn vitre antimscrobial activities of synthesized compommds
were carmied ot agninst tan grmepositive bacteria 5 aures
and 8. cerens and two gram-negative bactenas 5 marcesens
ad P omernbnis by ousing dise  diffosien  osethod.
Antibacterial activity wes scresied by measuring e zome
tnhibaticn on agor plates waing standord Adepacillin whersas
antifunanl activity wns tesied by messmma the zone of
mhibstion on sgor plafes with ten fongal species 4 chraces
Wbl aad P chneopenior Thom and compared with
Mycostatin as standard™

R
T, MH
L,
ar | O
T N & =3
i
[ M
Br
(39
ek
R=COCH,; | S
HHy H.'H
Antioxidant

G-Todo-21-propy -4 3 Hy-quinaeelinomn:

A mew senve of S-odo-2-propyl-3 3 quinazeiinoe snd s
fused heterocyclic were repared 2nd evalusted  that vanous
derivatives inldbit aldebrde oxidass exclusively by mere than
98% for their antiexidant activity, This type of mhibition was
foumd fo be competifive with Ki valoe ranging froen 50=400
b with respect to aldebyde oxidsse®

a
Ly
SFUNT CH;
141]

warimis new derivatives comfabiing quinaralidin-d (A o
an:{ E-ﬂ'-m:.rl -,i-dih}'dmp]uhalazme-l.d-dme o 1-phenyl-

3, 6-dione fragments were synthesized
aud the dial $-HT1AS-HT2A receptor ligand was further

testend for 1ns pofestial pevchotropde acivity which showed a
distinet anxiokytic=liks activity in a conflict drnking test in
Pape 53
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Thiadiazole2-stvryl quinazoline &35 -ones

A senses of novel 3-[$-subsunsed phenyk-1,3 2-tldadiazole-
2= =Z=styry] quinnzoline-4If-ones wers svmhesized and
evalugted for anticomulsnnt, wedative-hyvpnotic and CHS
depressant achivities af dosess of 30, 100, and 300 mala bady
weight  and sxamined that Isstyryiqumerolined(FH-one
defivatives wera the most polent were examined in the
maxinel  eectroshock  induced  semres  (MES)  and
subcutanecus  pentylenstetrazole induced seirure models in
mice, The neurotoxicity was assessed uzing the rotored
method and few compounds exhibited mticonsulsant actizaty
arel s=dgtiveshypmotic actvity respectively and from the
experimental olservation: it was emcloded that synthesized
compounds exhibited relotively better sedative-hypnotic and
CNS depressant activities™,

0 — Ar
| ,JJRH;H:EH—@—D
| A,

M
(44)
#r=2-CIC:H
2_NOLEHs
Rl CH;
J-[FSubstitmted  phenyl-1,34-thisdiszole-2-pi]-2-stvryl
quinazoline-4+ 5 -ones

A sertes of new 3-[S-substinned phensd-1,3 d4hiadiazole-2-
w2styryl  quinnzolipe-40 30 =ones were synthesived nwd
evaluated for aficonsuleam, sedative hepmotic and CHS
depression achivities, Afber ip. injection to mice or mt at
doses of 30, 100, and 300 mebke body weight. Z-styrvl
quinarelin-4{ 2Homes  derivatives were examaned o the
maximal electroshock nduced sefrares and subcutaneows
pentylenetetrarcle induced seirure models in mice and onby
few of compomds showed anticomulsnt acivty @ one or
more test madels. Amongst all compounds some exhibabed
significant sedative bvpnotic activity via actephotometer
sefec.  Therefoee it was concloded that  svnthesized
compoumds exhibited better  ssdative-hypnotic and  CRS
depressant activities than antconvulsant activigy™

Arshal Chirada ot al, et Reg | Pharm. 2013, 4 {3!
and the observed effect was more potend in temms of the  reference dnag
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| ,_J,LS}
- "H%EM'CEHE_
143

2 {Sabsciiured)-3-{[substituted| amdno guinazello-4({ 15 -
e

Thirty new 2={substituted)=3={ [substituted |amino fguingzoline-
I ene were designed ared syethesized Keeping in v

the structum] requirsment of pharmacophone and evaluated

for anticomwlant activity and neurctoxicity and the most
active compound of the series was 3-([(ER[3-4{4-chlora-3-
nethdphenoecy) ey |eetbrylidens } aning-2-
poenvilquinazolin=4 4 =0ne, which showed [(0% protection
(44, 0.5 h) and 75% protection {34, .25 h) at 5 dose of 100
mg'kg o mice,

Q

'|I|
I';IH
=

N

- H of N_
e H-:-'-L

[45)
Rep CHx CaH:

p-N
o A gt R

= M'dJ"‘“-”'h.ﬁu'
(4B}

A= p-CIGgH, A= E}*SEH e
=S gy EE:E!E ]
O

Wy

1-(4-Substitsed-phenyiy-3-(d4-one-2- phenyLethyl-45-
gainazdin-3-yf)-urea

Savaral LY I-{4-gubstitunod -phiany -3 4-ox0-2-
phenyliethyl < SEDspunaroline=3-90) wrea were synthesized and
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scresned for anbconemlsant, CNS depressamt and sedative-
hypoatic activity 1n the mice. After ip injechion to mce at
doses of 300 100, and 300 moke body weight asd
syithesized compounds wee exmnined in the maximal
glectroshock  mduced  seizures (MES) and  subcufaneows
pentylene tetrazole (induced selnare medels i mice, All the
congpounds were found do exhibit potent CHE depressanis
aschivity 2 indicated by foncressad imoobility time It was
conchelad that newly symthesized commpoimds  possessed
pramazing THS activi

4T}

R=H BCH, O

JSnbstitwtedbenzn] d] thizenl- 2-vfquinazolin-4(3H)-me
A sarjes of febromoes2-=sthyl=3=Conbetitoted benro [4] thiazol-
2ol quinacclin-d 3 -one . were syvotlveszred usimg
approprizte synthete routs and svalunbed experimentally by
the Matimal Elecirg Sheck and the PTZ-induced semare
methods. Amodee the tegted compoimds.  34{benzn]d]theazal-
2= ppbebromo-2-sthyiguinazolin-f(IHone  has  showm
sagrificant activity againss tonic seinme and 6-beoao-2-ethyi-
AHe-methosybenzo  [d]  thazel-2-0gquinasolin-4 | 35 -one
aprins clomic seizuee withoot any san of peurolosicity aed
hepateteoucity by PTZ-induced seizure modal ™.

O ,s.]- L
g e |
'|=" L R
ol q
N
t.!”i
45}
Fi=H GHy OCH,
R=H G CEHy

A"=H,CHy, MOy, D0H;

Anticonvialsant

Thizdiapelsl and Thiazolidinony] guinazolin-4{3H)-ones

A series of 3-[[5+alkylbenoylideneaming)=1,3,4-thindinzol-
2=yl jmethvamme § - 2=methyd S-monosubstituted
quireargrmetiry] meone substituled quanaeoli-40 35 )-aee have
been swvnthesized amd examuned by Supm  osaxaimal
alectroclock seizure pattern test by using tesl drues oF
phetstoin sodinm 30 mghke (p and Pentylenetelrazole
selrure pattern test with penfylenetetrazol in doss of 70
mg'ke 5o mosruf of neclk The compounds were sereened
for thewr anticomvulsant activity and wese corpared with the
standard drugs, phenytoin sodivmn, lnmotrigine and sodinm
vilpromte standard dmg u&n:l: i this mwodsl wos sodium
vilproate (74 moks ip

B vohanen
@S Nl B
| 1=,
- H'. 32 E-H!, {.ll -..l'
LLH

Substituted quinazolinones semicarbarones

The =zarch. for new anticonsulsant dnegs comtimess o be an
active ares of Dvestigstion m medicmal chemsaey. The
present study describes the symthesis of newer quinazolinene
derivatives and their esbicommulsamt aciivities. The newly
syiathesized compounds were evaluated (e fnne the mice 1m
the maximal electro shode, subontareous strycheine threshold
teatl, vsityg doses 30, 100, 300 melke, snd neuarotoxisary
seveenk, observation wa carvied out at taa diffevent time

mmtervals by using phenytoin as standard drog ©

o i
1K .:'”u"“‘_f-- |

{50}
R=CHyH

SH-Quinazolin-4-omne

A ey series of 3-ashatitoted (methyl, etlipl or phenyl)-35-
guinazal-d-gne  derivatives  wene  syotheszed  and
gvaluated for amiconvulsamt aclivity and sie shoowm fo
posssss highest eaticomulsa activity at kowy doses (50100
mg/Kal. wherens at deses over 100 ma'Ka and they shoswed
a stimdant effect on the central nesvous. A series of
hzlopenated derivatives, 3-methyl, 3-ethyl and 3-plenyl-6a-
mone end &, S-disubstttuted-3 H-quinarolin=d-ene derivativas
was also  symthesized and svaleated for  anticomvulsent
activity and reduced anticonvulsant activity was recooded.
Pherobarbitons sodivan was veed o2 0 reference drug™,

o,

ECHCO0R
a1}

A=CHa foHy T
Rl
RAx=nolt substifeled or ssbstiabed

Sabstituted }-mercapto-4-(3H-quinazolinone analogs
A mew semes of Zemercaptos34=chlorophenyl -4=ox o=
wdoguinaroline was svnthesized and  their anticoovlsant

activities o have been examined using the PTZ-seimure
threshold  testat 200 mp'ksg doseBevel) by using
pentyleneteirazole as reference drugs®.
2
i .'3. )
]I ) l"‘ - '-_-' !
"l 5 |':HI'1 '::H}H -ll -_.I
5 &
Edain=1
Sbn=R
Sdcia=d
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Antibypertensive

Asubstituwted quinazoline I 4-dione

Cuinezolinons snd  quinazolinsdions  dermatives s of
considersble  ioterest due o thesr wide amay  of
pharmacdlogral properties. The previoas wolstion of teo of
these  compounds, samely  L-methy]-3-(2-phaanvlebnd)-
LH 3 H-quinazolmse-2, d-=diome  and 1-rntiy]-3-[ 14"~
methaxyphenyllethod |«LH 3 Arqunazoling=1, 4-dicoe, from the
sudihﬁ]-:z.nf}«-!:}mm Zaiteolim species has besn
reparted .

o
i- --q,.' 1 N “:
g
15)
A F T % s IR a_-
| e e
[ ]
— L]

Duinazodine-2,4-dione
This wids range of kelogical nctivities has  shmulated
intereet i pew approaches for the synthesis of quinazoline-
2,4=dione derivatives"’,

.';J:l_ ~MH |":| L, | R
I’[ W -"I i S N
| k- |

N g == o

i i

{EE} |BE)

R=H OCHy
COminazoline-2,4-diones

Ome of the mnportand heterocycies and hmve been showm o
possess pliarmacolemcally inberesting propertses sich as ani-
hypertensive. antidiabetic, and immunosuppressive activtties.
A thesesynthetic pelanzerive 18 8 well esablished
potent  anfr-hypertensive.  having  activity comparable o
ketanserin®,

2
S
F -H g
| .-\.'] -’IC
. B =
(B4
R=H.OCH:

Chinarsline-4( 2 )-ones

Deerivatives e comblered showed pood cyvtotoxicity and
antiviral activity  and most  of  derivatives  showing
cybotoxicity and antiviral activity for exemple demvatives of
3 benryHdeneansuol-2-phenyiguinazoline-4{ 3H-oues were
evaluated agamst herper siompler vineses-1, ferper simpdex
a2, VeediHia wiks, weslcalor sromurtits ik, harpek
almpley wres-l TR- KOS ACVY,  pava iifieenss-3 vine,
repvirns-1,5indbis vimus, Coxsackie virm B4, Pug Toro
virus, felime corone sings (FIPY), felime herpes  vimss,
respiveitory svhcviial vives, mfuensa A HING subivpe,
diflfierizs 4 AHIND subrvpe. and fwTuenza B v and
Commpound 2a aboeed better antivieal sctivity sgainet e
entire teated viros ™

Quinazaelinone derivatives

Mewly synthesized guinazolinenes derivatives (3% with
various substibation  like with piperaztie on acylaiion geve
2e{piperazin- | a-methylbquinazolin-4{3f-one (59}  and
further allvlstion and acylation of 59 reealied i dhe
formation of compounds (3900} which were evnhuated for
their smbi=capcer activity by MTT sssay method  and
comppotiics 590, 30¢ ad 397 shewed more potent anti-cancer
netivity™,

R s=H
DA,
C=P o
d= isosemy,
a=Heplardy
=Byl

2-Furano-4{ AH}-guinazolinones

B owas  of mfefest to syiithesdze A3H-qurmaeolimones
meorporated into ancther heterocyelic modety such s fisan
rmg swem e 2-furpo-d 3 equinemotinones to be
evaluated as antiumoar activity and sywthesis of diansides
[open ring quinasabines) quinoxalines and theld bioleeeal
gvaluation as antitumor sgents among the varkous conpounds
the anticancer nctivity at single high dose was selected for
compound  3«Zachloro  benzylidinnmins)s2{ fizrnm=221)
quinazolome-A03 M -one was foued o be the meost aclive
candidate of the serjes at five dose level screentng againat
Crvarian and Mon-small cell hmg cancer réspectively™,
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2-Chloremsethyvl-4(3H-guiznedinones
A series of povel *ﬂ:ﬂ]]muueﬂtyi-dﬂfz‘]—ql.ﬁnﬂnlimnﬂ were
nesded s key miermedistes based on i, 2-hydrosymethnd-

A Fquinazolnones were cotveneintly prepared in one pot
meresver, bwo  povel  d-anlmogumasolise  demvaiives

substituted with Iﬂﬂ-ﬂﬂﬂhﬂh}i roups ot ihe 2 pamum T
aynthesized and shewad promizing anticances activity™

0
N 'd"[ﬁ"’ T
Cl --M o HO JH >
45} {ET}
A-uinazolinene

2+ F-methoooy plenyl Hi-prarolidmyl-4-guenacol nvone Vas
salected ap the kead compound, [n our continuing search for
prtendial aphicancer candidates. These farget compounds were
assoved for their cvtotoxscity 9 vifro against six cancer cell
lines, dncluding Ivaman moaccytie leakem:a cells, mowse
moaoeytic feikemmia cells, himan hepatomna cells and hunan
lopg carcinoma cells, Most of them exhibited significomt
cyiotciic effect, with EC:; values renging from 0030 80 10,10
GM arrest and apoptosis on cells™
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